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Py s:% INVIRONMENTAL PROTECTION AGENCY EPA Regisiration No. Dale of 1ssuance:
n 23 Offiee of Pestieide Programs
é Registralion Division (7505P} }uly 6, 2012
R 1200 Pennsy lvania Ave, N.W, 2382-188
rﬁ' Washington, D.C. 20460
Term of Issuanee:
NOTICE OF PESTICIDIL; oy
S Unconditional
B Registration
) [0 Reregistration
{under the Federal Inscelicide, Fungicide, and Rodeniicide Act, as Wame of Pesticide Produei:
amended) EFFIPRO® PLUS TOPICAL SOLUTION FOR CATS

Name and Address of Registrant {include ZIP Code):

Virbac Animal Health, Inc.
P.0. Box 162059
Fort Worth, TX 76161

On ihe basis of inforination furnished by the registrant, the above named pesticide is hereby regisiercd under the Federal
Inseeticide, Fungieide and Rodenticide Aet.

Regisiraiion is in no way io be eonsirued as an endorsemeni or reeommendation of this product by ihe Ageney. 1n order to
proieei health and the environment, 1the Administrator, on his moiion, may at any time suspend or eancel ihe regislration
of a pesticide in accordanee with the Aci. The acceplunee of any name in connection with the regisiralion of a produet
under this Act is not to be eonsirued as giving ihe registrani a right 1o exelusive use of 1he name or lo ils use if il has been
eovered by others,

This action is 1aken under ibe authoriiy of section 3(e}{5) of ihe Federal Inseetieide, Fungieide, and Rodenticide Aet, as
amended. Regisiration under this seetion does nol eliminale the need for continual reassessment of pesiicides. EPA may
require submission of data at any lime 1o maintain the registralion of your produet.

Terms of Registration

L. EPA has registered the product listed above provided that the following change is made to the label
before you release the product for shipment:

Revise the EPA Registration Number to read: “EPA Registration No 2382-188.”

. The Net Contents must be displayed in accordance with the description identified in the Labeling
Consistency Committee's elarification. This information may be located at the following Ageney web site
under miscellaneous litip://www.cpa.goviopp0000 Liregulating/labels/label review fag.humdmiscellaneous,
“Regarding listing net contents - Net weight or contents must be stated on a pesticide label in accordance with
FIFRA {2)q)X2)(C)(iti) and 40 CFR 156.10{a)(1Xii1). EPA interpretation of the statutory and regulatory
requirements is that the label must state the total weight for the entire contents as sold and distributed. In

Signature of Approving Official: Date:

Refer 1o Page 3 July 6,2012

Richard J. Gebken, Product Manager (10)
Registration Division, Insecticide Branch

EPA Form §570-6
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addition, the label may indicate the net weight and quantity of individual units within the carton. For example, "Net
Weight 6.25 Ibs. (20 - 50z. packets)." For additional information regarding the Net Weight/Contents statement,
please reference Chapter 17 of the Label Review Manual at http://www.cpa.govioppfead | Hlabeling/Imi‘chap-
17.htm.”
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7.

This registration is time-limited and expires two years from the date this product is first released for
shipment. You must provide the Agency with a projected “release for shipment date", in writing within 30 days
of the date of this Notice of Registration. The Agency will calculate the expiration date based on the projected
"release for shipment date” unti! an actual release for shipment date is provided in writing.

Only one basic confidential statement of formula {CSF) will be on file for this product at any time {i.¢., no
alternate formulations or minor formulation amendments will be submitted and/or approved for this praduct, except
to allow for alternate sources of any individual inert ingredient}.

You must submit the following data within the timeframe described below:

Within sixteen (16} months of the date on this Notice of Registration, provide to the Agency acceptable data
packages for Guideline Studies: OPPTS 8303.6320 (Corrosion Characteristics) and OPPTS 830.6317 (Storage
Stability}.

You must submit quarterly enhanced incident reports and quarterly sales information in doses sold for this
product for the quarter that begins on August I, 2012, The quarterly reports are due two months after the end of
each quarter. Please flag any Confidential Business Information CBI} as such. Enhanced incident reporting should
be submitted to the Product Manager. Quarterly sales information should be submitted to the Registration Division,
Immediate Office (atin: Kimberly Nesci).

The following is a list of information that must be included in the quarterly reports for each incident:

EPA Registration Number

Product name (brand name}

Lo

Where purchased: internet, store, Veterinarian

Active Ingredient(s)

Weight range for product

Date on which incident occurred, (mm/dd/yyyy}

State in which the incident occurred, (standard 2 letter abbreviation)
Registrant case #

Species: dog, cat, other (specify)

Breed: (as reported by pet owner)

Age: months or years

Sex: M, F, or neutered

Weight: pounds

Primary Route of Exposure: dermal, oral, other animal, inhalation, other
Body System: neurological, dermatological, GI, respiratory, ocular, other Major signs noted
with separate column for each sign, using standard terminology

Time to Onset: (hours, days)

Treated by veterinarian: yes or no

First time product used: yes or no

Misuse: use on incorrect species, overdose, too frequent dosing, other (describe}
Any known precondition

EPA Severity Code; death, major, moderate, minor

Outcome: died, recovered, still treated, unknown

Along with the enhanced incident reporting, you must submit an analysis of all incidents seen, to include the
following details:

a.  All minor dermal and ocular irritation reports.

b.  Summary table for dogs showing number of incidents of each severity code for each route of EXpOSure.

Each incident should only be reported once. 1f one incident has several routes of exposure, the order should be

ocular > oral > dermal, In other words, an incident with both oral and dermal exposure would be reported as

oral exposure, and an incident with both ocular and oral exposure would be reported as ocular exposure,

¢. A similar summary table for cats (misuse or secondary exposure} showing number of incidents of each

severity code for each route of exposure.

d. Summary table for dogs and table for cats showing number of incidents that are believed due to
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secondary exposure (e.g., multi-pet households),

e. A summary table for dogs showing number of incidents for each severity code for these age ranges: <3
months, 3-6 manths, 6-9 months, 9-12 months, 1 ye, 2y, 3yr, dye, Sy, 6 ye, 7y, 8 ve, O yr, 10 vr, Il vr, 12
ye, 13 yr, 14 ye, 15 yr, =15 yr.

f. A summary table showing the number of dog incidents for each severity code for each pet weight range on
the product label.

g. A summary table for dog weight showing number of incidents for each product weight range.  This
table should show number of incidents in dogs weighing less than that product weight range, number of
incidents in dogs in lower half of weight range, number of incidents in dogs in upper half of weight range, and
dogs weighing more than the product weight range,

h. Table showing number of incidents for each dog breed.

i. Table showing number of incidents in dogs for each clinical sign.

j- Table showing number of incidents in dogs for each organ system.

k. Report aggregate incidents, but do not combine moderate and minor incidents.

8. IfEPA determines that future mitigation measures are necessary for all pet spot-on products, the Agency will
inform all registrants concerned. If mitigation measures are necessary, EPA may take regulatory action.

9. Virbac Inc. should adequately address all of the mitigation actions identified in the Agency’s Generic Pet Spot-
On Mitigation Plan available at the following internet site: bhitp://www.epa.cov/pesticides/health/spot-on-

meetings.html,

You must submit and/or cite all data required for registration of your product under FIFRA Section 3(c){3) when
the Agency requires all registrants of similar products to submit such data, and submit acceptable responses required for
registration review of your product under FIFRA.

Twa copies of the finished labeling must be submitted prior to releasing the product for shipment. 1f you fail to
comply with all of the Terms of Registration stated above, the registration will be subject to cancellation in accordance
with FIFRA sec. 6{e} and/or automatically expire. Your release for shipment of the product constitutes your acceptance
of these conditions.

A copy of your label stamped "Accepted with Comments” is enclosed for your records. If you have any
questions concerning this action, please contact me Richard §. Gebken at {703) 305-6701 or gebken.richard@epa.gov.

Sincerely,

A?M,?/ bl

Richard Gebk

Product Manager 10
Insecticide Branch
Registration Division (7505C)

Enclosure



{Master Label}
Virbac’s Master Label

Date December 13, 2011 Version  US-7 EPA Reg. No. 2382-XXX
Fipronil + Pyriproxyfen Topical Solution for Cats

Virbac
EFFIPRO®PLUS ToPICAL SOLUTION FOR CATS

FOR USE ONLY ON CATS AND KITTENS § WEEKS OLD OR OLDER
ACTIVE INGREDHENTS:

Frpromil.......ocoveeieeean verenrreannen 3.5%
Pyriproxyfen. 5%
KEEP OUT OF REACH OF CHILDREN ACCEPTED
CAUTION with COMMENTS
READ ENTIRE LABEL BEFORE EACH USE  BPA Letter Dated
July 6, 2012
Uraisy the FPudwral Ineecticide.
PRECAUTIONARY STATEMENTS Frngicids, wd bmm AR,
a8
HAZARDS TO HUMANS AND DOMESTIC ANIMALS ml Frfiird m
HAZARDS TO HUMANS 2382-188

Marmful if swallowed or absorbed through the skin. Causes moderate eye iritation. Avoid contact with skin, eyes, or clothing.
Wash hands thoroughly with soap and water after handling and before eating, drinking, chewing gum, using tobacca, or using
the toilet.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on kittens under 8 weeks of age. Sensifivities may occur after using ANY pesticide product
for pets, If signs of sensitivity occur hathe your pet with mild soap and rinse with large amounts of water. |f signs continue,
consult 2 veterinarian immediately. Possible temporary irritation may ocour at the site where EFFIPRO® FLUS Topical Solution
for Cats was applied. Contact a veterinarian immediately if signs become persistent or become more severa during the first faw
days following application. if an unusual reaction is observed following initial application, a veterinarian should be consulted
before repeating application. Gertain madications can interact with pesticides. -

FIRST Al

tF SWALLOWED: = Call 2 poison control center or doctor immediately for treatment advice.

] Mave person sip a glass of water if able to swallow.

« Do notinduce vomiting unlass told to do so by 2 poison control center or doctor,
. Do not give anything by mouth to an unconscious person,

iF N EYES: »  Hold eye open and rinse slowly and gently with water for 15-20 minutes.
*« Remove contact lenses, if present, after the first 5 minutes, then cortinue rinsing eve.
+  Csall a poison control center or doctor for treatment advice,

IF ON SKIN OR »  Take off contaminated clothing.

CLOTHING: +  Rinse skin immediately with plenty of water for t5-20 minutes.

»  Call a poison control center or doctar for treatment advice.

Have product centainer or label with you when calling & poison control center or doctor, or going for treatment.
You may also centact the Hotline number 1-800-338-3659 for human and veterinary nealth concerns, emergency

medical treatment information or pesticlde incidents,

HRECTIGNS FOR USE
1t is a viclation of Federal law to use this product in any manner inconsistent with its labeling. Do not allow children to apply
product. TO PREVENT HARM TO YOU AND YOUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.

EPA Reg. No. 2382-XXX Pending Master Label, page { of 3
TH20L2



FOLLOW ALL DIRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY. DO NOT USE ON
DOGS, PUPPIES, OR RABBITS. DO NOT USE ON OTHER ANIMALS.

For kiling fleas, flea eggs, flea larvae, alf stages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks
{that fwhichf may transmi [cairy] Lyme disease), mosquitoes, and chewing lice; apply to CATS or KITTENS (8 weeks old or
older) as follows:

APPLICATION DIRECTIONS

{. Remove one applicator from packaging.
Hold applicator upright and remove cap.
2. lnvert cap and place other end back onte applicator tip.

Push cap down fo break seal.
Remove cap prior to treatment application.
3. Part cat's hair between shoulder blades untit skin is visible.
Place applicator tip directly against exposed skin.
Ceposit entire contents by squeezing the applicator ol a single site on cat's skin.
Ensure that EFRPRO® PLUS Topical Solution for Cats is not applied superficially on cat's hair,

1

,.M__w

FREQUENCY OF APFLICATION

EFFIPRO® PLUS Toptca! Solution for Cats wilt kit fleas, ticks and chewing lice when applied monthly.

Fleas: EFFIPRO® PLUS Topical Solution for Cats can conirot fleas for uplo SIX waeks. Apply monthly if your cat has fleas that
may cause Flea Allergy Dermatitis (FAD). or i reinfestation is likely. EFFIPRO® PLUS Topical Solution for Gats can control flea
eggs (and larvae) for up to three months (90 days).

Ticks: EFFIPRO® PLUS Topical Solution for Cats can kit ticks for 2 menth or longer. Apply monthly where tick control is
consistently neaded.

Chewing Lice: EFFIPRO® PLUS can kilf chewing lice for 2 month or longer. Apply monthly were chewing lice control is
consistently needed.

Mosquitoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kil mosquitoes within 24 hours (for uplo
14 days), and within 48 hours (for up to 28 days).

Notes: Wait alleast 30 days before re-application of EFFIPRO® PLUS Topical Solution for Cats. Avoid contact with treated
area unit dry.

STORAGE AND DISPOSAL
Do not contammate water, food, or feed by storage and disposal.

STORAGE: Store unused product in original container only, out of reach of children and animals.
PEST{CIDE /CONTAINER DISPOSAL: if empty: Nonrefitlable container. Do not reuse or refill this container. Offer for recycling,
if available. {f partiatly fitled: Calt your local solid waste agency for disposal instructions. Never place unused product down
any indoor or cutdoor drain.

LIMITED WARRANTY AND DISCLAIMER

To the extent consisten! with applicable law, buyer assumes alf risks of use, storage, or handling of this product not in
accordance with directions. Buyer and user assume alt risks of use and hendling of this material when such use and handling
are confrary o label instructions. To the extent consistent with applicable law, any damage arising from a breach of this
warranly shall be limited to direct damages and shalt nol include consequential commercial damages such as loss of profit or
values,

Net Contents: 1, 3, 8 or 36 single-dose applicator(s) per package. Each applicator contains 0.017 fl oz (0.5 ml.} of solution.
{Detachable) calendar (monthly application) reminder stickers with (itlustration of cal or kitten).

EPA Ren. No, 2382-XXX
EPA Est. No. 2382-XXX

VIRBAC AH, INC,
£O BOX 162059

EPA Reg. No. 2382-XXX Pending Master tabel, page 2 of 5
Ti6i2082



FORT WORTH, TX 76161
1-800-336-3659

Made in France

EFF{PRO® is a registered trademark of Virbac $.A. in the United States.
Questions or comments?

Calt 1-800-338-3659

{Text for Front Panel, Back Panel and Side Panel}

See package inseri(s) for directions for use and frequency of application
Open resealable labe! for directions for use

Open reseatable fabel for directions for use and storage and disposal
See back pane! for additional precautionary statemenis

See package inseri(s) for frequency of application

See enclosed inserlis) for directions for use and storage and disposal

See enclosed insert{s) for directions for use

Use only on cats

For Use on Cats only

Oniy for cats and kittens 8 weeks old or older
{1, 3, & or 38) applicator{s) 0.017 fl oz {0.5 mi)

Photograph of cat or kitten

Lift here to open (LIFT HERE TG OPEN)

{Text for Foil of Blister package}

Virbac

EFFIPRO®PLUS Topical Sofution for Cats

Only for use on cats / 0.017 fl oz (0.5 ml)
Contains fipronif {9.5%) and pyriproxyfen (11.5%)
KEEP QUT OF REACH OF CHILDREN

CAUTION

See ful} labe! for additional directions

EPA Reg. No. 2382- 35X

{Text for Applicator Tube}

Virbac
EFF{PRO® PLUS
Topical Solution for Cats
Only for use on cats
0.017 fl o {0.5 mi)
Contains fiproni! (2.5%) and pyriproxyfen (1 t.5%)
KEEP 0UT OF REACH
GF CHILBREH
CAUTION
See full labe! for additiona! directions
EPA Reg. No. 2382-XXX

MARKETING CLAIMS

iMultiple infestations])

+  For convenient, guick-acting, iong-lasting, effective contro! of fleas, flea eggs, flea farvae, ticks, mosquitoes and
chewing lice (for CATS and KITTENS 8 weeks old or older).

= For convenient, quick-acting, long-lasting, effective control of fleas, ticks, mosquitoes and chewing lice {for CATS and
KITTENS 8 waeks old or older).

«  EFFIFRO® PLUS Topical Solution for Cats contains the active ingredient fipronil, which controfs infestations caused
by fleas, ticks, mosquitoes and chewing lice (on cats) (8 weeks old or older).

«  EFFIPRO® PLUS Topical Solution for Cats contains the active ingredient pyriproxyfen, which contrals reinfestation
caused by flea eggs, flea larvae (on cats) (8 weeks old or older).

«  Forkitiing fleas, all stages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks, (whichfthat may
carry (transmit) Lyme disease), mosquitoes and chewing fice; apply to CATS or KITTENS (8 weeks oid or older) as
follows: (followed by application directions).

«  Persistent flea and tick efficacy for up to one maonth (4 weeks) (30 days)

EPA Reg. No. 2382-XXX Pending Master tabel, page 3 of §
7/6/2012



[Fleas}
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[Ticks}

Prevents flea and tick {re-)infestation for up to one month (4 weaks)

Effective monthly application for (on} fleas and ticks

Effective monthly application for cats (and kittens) against flaas and ticks

Kills fleas and ticks for up to one month (4 weeks)

Kilts fleas, ticks, mosquitoes and chewing lice

Kitls fleas, ticks, mosquitoes and lice

Kills, fleas, flea eggs, flea farvae, ticks, mosquitees and chewing lice

Kills, fleas, flea 2ggs, flea larvae, ticks, mosquitoes and fice

Agpply monthly for contro! and prevention of fieas and ticks

Protects against fleas and ticks for up to one month

EFFIPRO® PLUS Topical Solution for Cats will kill fleas, ticks and chewing lice when applied monthly.

Floas: EFFIPRO® PLUS Topica! Sotution for Cats can contro! fleas, flea eggs and flea larvae for up to (six weeks}
Apply monthly If your cat has fieas that may cause Flea Aflergy Dermatitis, or if reinfestation is fikely.

Ticks: EFFIPRO® PLUS Topica! Solution for Cats can Ki¥ ticks for a month or longer. Apply monthly where tick contro!
is consistently needed.

Mosquitoes: When applied monthly, EFFIPRO® PLUS Topica! Solution for Cats can kil mosguitoes within 24 hours
{for up to 14 days}, and within 48 hours {for up fo 28 days).

Notes: Wait at least 30 days before re-application of EFFIPRO® PLUS Topical Sotution for Cats. Avoid contact with
treated arga unti! dry.

Kills new!y emerged aduit fleas prior to egg-laying

Kills fleas that may transmit bartone!losis

Kills fleas that may transmit bartona!iosis, tularemia and tapeworm

Kitls fleas that may transmit (bartonellosis), (taramia} {and) (tapeworm)

Kills fleas that may transmit (bartonelosis), Hutaremia} {(and} (tapeworm infestations)

Kills fleas that may transmit bartone!!osis and tularemia

Kil's fleas, flea eggs and flea larvae

Prevents development of al! flea stages {flea eggs, flea pupae and flea larvae) for up to (3 months) (90 days)
Kills flea eggs for up fo {3 months} {90 days)

Sterilizes and kills fleas

Sterilizes fleas for up to (3 months) (90 days}

Prevents al! flea stages {(adult fleas, flea eggs, flea pupae and flea larvag)

Prevents development of a!! flea stages (flea eggs, flea pupae and flea larvae) for up to (3 months} (80 days)
With pyriproxyfen ({GR)* to break flea life cycle

* insect growth regulator

Dual Action(?): fiproni! and pyriproxyfen (/GR} effectively breaks the flea life cycle

Ki#! fleas that may cause Flea Allergy Dermatitis (FAD} or flea-bite anemia

Effective monthly contral of adu't fleas

Kills fleas

Easy to apply, contro! of (for) fleas that !asts for up to t month (4 weeks)

Protects (your cat and kitten & weeks of age or older} from fleas for up to one month {4 weeks)

Protects from fleas for up to one month (4 weeks}

Kitts adult fleas {or up fo one manth {4 weeks}

Apply monthly (a!l year) for contro! and prevention of fleas

Regular imonthly} use breaks the flea life cycle

EFFIPRO® PLYS Topica! Solution for Cats {rapidly) kits flzas that may cause Flea Allergy Cermatitis (FAD)
EFFIPRO® PLUS Topica! Solution for Cats kills fleas on your cat

Kills adult fleas which may cause Flea Allergy Dermatitis (FAC)

Kill's fleas whichfthat may cause flza-bite anemia

Fleas do not have to bite to die

Protects your cat from flea infestation that may cause flea-bite anemia

The successive feading activity of fleas on cats may elicit a hypersensitivity skin disorder known as Flea Allergy
Cermatitis (FAD)

Protects cats and kittens over 8 weeks of age from fleas far up to one month (4 weeks}

Prevents flea {re-}infestation for up to one month {4 weeks)

Prevents flea eggs from hatching or developing into !arvae or adult stages (for up to 90 days (3 months))

Kills al! stages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks {including those which [that]
may transmit (carry) Lyme disease, Rocky Mountain Spotted Fever, babesiosis, ehrlichiosis, anaplasmosis and
cytanxzoonosis)

Kills ticks, including those that may transmit Lyme disease

Kil's ticks including Oeer ticks {which may transmit Lyme disease), American dog ticks {(which may transmit Rocky
Mountain Spotted Fever), Brown dog ticks (which rmay transmit shrlichiosis), and Lone Star ticks {which may transmit
hepatozoonosis) for up to one month {4 weeks)

Kills ticks including Deer ticks (which may transmit Lyme disease}, American dog ticks {which may transmit Rocky
Mountain Spotted Fever} and Brown dog ticks {which may transmit ebrlichiosis} for up to one month {4 weeks}

Kills Brown dog ticks (Rivpicephafus spp), American dag ticks {{2ermacentor variabilis), Deer ticks {(fxodes spp), and
Lone Star ticks {(Amblyomma amercanum) for up to one month (4 weeks)

Kil's Long Star ticks (Ambfyormma americanum) for up to 4 weeks (for up to one month)

EPA Reg. Mo, 2332-XXX Pending Master Labe!, page 4 of 5

62012



v+ Protects Cats and kittens from ticks for up to one month

[Moscguitoas]
= Kills mosquitoes
. Kilts mosquitoes for up to 28 days

[Att others]

Chewing lice infestations are rapidly eliminated

May be used only on kittens from & weeks of age
RBegins working upon application

Cnce monthly application

Single application lasts up to 4 weeks {one month)
Easy and convenient apphication {applications)

Easy to apply spot-on {topical) application

Convenient, easy to apply

Convenient to use {easy to apply)

Convenient to use {easy to apply} topicat apptication
Convenient topicat application {for cats)

Easy, spot-on {lopical) application

Quick drying, non-greasy

Avazilable from licensed veterinarians

1 (3, 8, 38} applicator(s) {tube[s]} of 0.017 fl 0z (0.5 mL)}
1 {3, 6, 36} applicator(s) {tube[s]} 0.017 | oz (0.5 mL}

1 {3, 8, 36} month(ly} dose{s} {apptication[s]}

t applicator {tube) 1 moenth{ly) dose

3 applicators (tubes} 3 {monthly) doses

6 applicators {tubes} 6 (monthly) doses

36 applicators {tubes} 36 {monthly} doses

t appticator containing 0.017 fl 0z (0.5 mL}

3 (6,36} applicators each containing 0.017 A oz (0.5 mL)
Remains effective after exposure to sunkight

Remains effective after bathing

Remains effective even after bathing, water immersion or exposure to rain or suntight
Remains effective even after bathing

Remains effective after exposure to rain and sunlight
Stilt works after bathing, or exposure to sunbight
EFFIPRO® PLUS Topical Solution for Cats is effective after bathing, shampooing, water immersion, or suntight
exposure.

Stilt works after exposure to suntight

r Waterproof (remains effective after bathing and swimming)

LI N D 2 I I T T R T T T R R T T T T U TR

EPA Rep. No. 2382-XXX Pending Master Labet, page 5 of 5
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Efficacy Review
Date:

Efficacy Reviewer:

Risk Manager Rev.:

Products:
EPA Reg. #:
Al s:
Decision #s:
DP #s:
Submission:

MRIDs:

GLP:

June 19, 2012

Clayton Myers, Ph.D., Entoxgglg\gist, RD-IB
myers.clayton(@epa.gov e LI
703-347-8874 k/(’%:(
Bonaventure Akinlosotu

EFFIPRO Plus Topical Solution for Cats
2382-RII

Fipronil (9.5%), Pyriproxyfen (11.5%)
458840

398337

R310, New Products, RD Science Review

Submitted:

L1941

48696915, 48695015, 48695016, 48695017

Cited: 43121114,43121115,43121116,43121118,43121119, 43121120,
43121121, 43121122, 43444901, 43577701, 43577712, 43577713,
43951701, 44088901, 44942011, 44942106, 45620502, 45620503,
45628104, 45628105, 44850104, 43577712, 43121114, 43121115,
43121117,43121122, 45620501, 45628101, 45628102, 45628103,
45628201, 45628103, 45628201, 45866902, 46019201, 46019201,

46006002, 46019201, 46019202,

Not all

Summary/Discussion of Submitted and Cited Efficacy Data:

Efficacy claims are supported for control the following pests on cats for one month:

1. Fleas (adults, eggs, and larvae). A six week duration claim is supported for flea
adults, as it is caveated that treatment should be applied every four weeks under high
flea pressure (same as claims accepted for pioneer fipronil products). Claims against
flea eggs, flea larvae, prevention of all flea life stages, and breaking of the flea life
cycle are supported for 3 months (90 days).

2. Ticks (all stages, including Ticks that may transmit Lyme Disease)

W

Mosquitoes

4. Chewing Licei

Page 1 of 2
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5. Submitted MRID’s are summaries and/or extraneous to data requirements and are
rated as supplemental.

Specific Review of Label Claims and Directions:

1. Throughout the label, for the mosquito claims related to speed of kill, “Kills mosquitoes
within 24 hours for up to 7 days and within 48 hours for up to 28 days”, all parentheses
must be removed, as this implies optional text for the durations of control.

2. Throughout the label, all references to disease claims which are open ended must be
revised to only refer to specific diseases that may be transmitted by the targeted pest. For
example, all text that can be interpreted as all-inclusive such as “including” prior to a list
of diseases must be deleted.

Page2 of 2
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e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

H 2 WASHINGTON, D.C. 20460
= Pﬁged"g Office of Chemical Safety and Pollution

Prevention

Office of Pesticide Programs
Registration Division (7505P)

CHILD RESISTANT PACKAGING REVIEW

April 17, 2012

MEMORANDUM
Subject: Name of Pesticide Products: Effipro PLUS Topical Solution for Cats;
Effipro PLUS Topical Solution for Dogs
Product Type: Insecticide (fleas, brown dog ticks, American
dog ticks, Lone Star ticks and Deer ticks,
mosquitos and chewing lice)
EPA File Symbols: 2382-RIL -RIO
DP Barcodes: D398339, D398345, D398776
Decision Nos.: 458840, 459013
MRIBs : none
Action Code: R310
PC Codes: ' 129121 Fipronil

129032 Pyriproxyfen

From: Breann Hanson, Biologist &% S
Technical Review Branch (TRB) L%

Registration Division (RD; 7505P)

Through: Rosalind Gross, Ph.D. “ A2
TRB
RD; 7505P

To: Bonaventure Akinlosotu, RM Team 10
Insecticide Branch

Registration Division (7505P)
Applicant: Virbac AH, Inc.
FORMULATIONS FROM LABELS:

Effipro PLUS Topical Solution for Cats; EPA File Symbol: 2382-RII

Active Ingredients: % by wt

129121 Fipronil 9.5

129032 Pyripoxyfen 11.5

Effipro PLUS Topical Solution for Dogs, EPA File Symbol: 2382-RIO
Active Ingredients: % by wt

129121 Fipronil 9.7

126032 Pyripoxyfen 2.9

12



PC Codes: 129121, 125032
EPA Reg. Nos. 2382-RI], -R10

SUMMARY: Based on the CRP Child Resistant Packaging (CRP) data previously reviewed by TRB (R.
Gross, DP Barcodes: D379880, D381039, D379873 and D381040, EPA File Symbols: 2382-RIL, 2382-
RIA, 1/NOV/2010; and B, Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185, -186,
S/JUL/2011), all Senior Adult Use Effectiveness (SAUE) and Child Resistant Effectiveness (CRE) CRP
testing data requirements have been met for the 1-, 3-, 6- and 36-tube package presentations for the 0.67
mL fill volume, the 1.34 mL fill velume, the 2.68 mL fill volume and the 4.02 mL fill volume for EPA
File Symbol: 2382-RIO; as well as the 1-, 3-, 6- and 36- tube presentations for the 0.5 mL fill velume for
EPA File Symbol: 2382-RII. All CRP Certifications for the aforementioned sizes for EPA Reg. Nos.
2382-RII and 2382-RIO are acceptable. The labels submitted for 2382-RH (dated 13/DEC/2011) and
2382-RIO (dated 14/DEC/201 1) have the same instructions as those used in the SAUE testing for both
2382-185, -186 (see “Packaging” section, below).

ACTION REQUESTED: The Risk Manager requests that TRB review applications for two new
products, Effipro PLUS Topical Solution for Cats, EPA File Symbol: 2382-RII, and Effipro PLUS
Topical Solution for Dogs, EPA File Symbol: 2382-RIO. The products are similar to two currently
registered products, EPA Reg. Nos. 2382-185 and -186 except the proposed products also contain the
IGR pyriproxyfen. The registrant is citing the CRP data used in registration of 2382-185, -186.

BACKGROUND: Virbac AH, Inc. (herein the “registrant™) has applied to register 2 proposed products;
for Effipro PLUS Topical Solution for Cats, EPA File Symbol: 2382-RI1, and Effipro PLUS Topical
Solution for Dogs, EPA File Symbel: 2382-RIO. Both proposed products are labeled for control of fleas,
brown dog ticks, American dog ticks, Lone Star ticks and Deer ticks, mosquitos and chewing lice in

dogs/puppies.

According to information provided by the registrant, both of the proposed products employ the same
single dose unit applicators that were previously CRP tested for 2382-185 and -186. Those packages
consisted of a white plastic tube with a white closure containing a pin and came in 3 different tube sizes
with 5 fill levels. The proposed products will also use the same tube type and come in the same fill levels
but will contain fipronil and pyriproxyfen. The tubes will consist of a 1 mL size tube with 0.5 mL of
product for EPA File Symbol: 2382-RI[; or a | mL size tube with .67 mL product, a 3 mL size tube with
1.34 mL or 2.68 mL product, or a 6 mL size tube with 4.02 mL product for EPA File Symbol: 2382-RIO.
The tubes come in packages of 1-tube, 3-tubes, 6-tubes, or 36-tubes.

The registrant has submitted CRP Self-Certification letters for both 2382-R1I (dated 16/DEC/2011) and
2382-RIO (dated 19/DEC/2011).

PREVIOUS CONCLUSIONS of CITED CRP STUDIES: Based on the conclusions encompassing the
two previous TRB memorandums for EPA Reg. Nos. 2382-185, -186 (R. Gross, DP Barcodes: 379880,
D381039, D379873 and D381040, EPA File Symbols: 2382-RIL, 2382-RIA, I/NOV/2010; and B.
Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382-186, 5/JUL/2011), all Senior
Adult Use Effectiveness (SAUE) and Child Resistant Effectiveness (CRE) CRP testing data requirements
were met for the 1-, 3-, 6- and 36-tube package presentations for the 0.67 mL fill volume, the 1.34 mL fill
volume, the 2.68 mL fill volume and the 4.02 mL fill volume for EPA Reg. No. 2382-185; as well as the
1-, 3-, 6- and 36- tube presentations for the 0.5 mL fill volume for EPA Reg. No. 2382-186.

PACKAGING: The following description of the package is taken from a previous TRB memorandum
(B. Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos, 2382-185 2382-186, 5/JUL/2011):

The package is a white plastic tube with a white closure containing a pin. The tube has a
neck {cannula), which is sealed. The closure fits onto the tube neck. There is a pin
recessed from the top of the closure. The closure pulls off the tube and is inverted and
pushed down for the pin to puncture the tube neck. The closure is then removed to
release the product. The tube is the child-resistant feature.

Page 2 of 6
13



PC Codes: 129121, 129032
EPA Reg. Nos. 2382-RI1, -RIO

The tubes come in 3 different sizes with 5 fill levels of produet: a 1 mL size tube with 0.5 mL product for
EPA File Symbol: 2382-RII; and a 1 mL. size tube with 0.67 mL produet, a 3 mL size tube with 1.34 mL
or 2.68 mL product, or a 6 mL size tube with 4.02 mL product for EPA File Symbol: 2382-RIO. The
tubes will come in packages of 1-, 3-, 6-, or 36-tube configurations.

The labels submitted for 2382-RII (dated 13/DEC/2011) and 2382-R1I0 (dated 14/DEC/2011) have the
same instructions as those used in the previous SAUE testing for both 2382-185, -186 (see below).

The instruction given to seniors during CRP testing directed Seniors to “Please open one tube according
to directions 1 & 2 on this paper........ ” and the Seniors were provided the package insert and directed to

the following instructions (from MRID 484100-02, 1710-057):

1.Remove one applicator from packaging.
* Hold applicator upright and remaove cap.
2. Inveri cap and phace other end back onto applicator tip. Push cap down ta break seal,
Remove cap pior to freaiment application. o _ e _
3. Bart pets hair between shoulder blades until skin is visible. Place applicator lig direcily agairist
exposed skin. Squecze applicator to apply entire contents to a i ngle spot on pet’s skin.
Avoid superficial application to pets halr _ .
4. Discard empty applicatar inte ardinaty household trash.

TOXICITY:

The toxicity of the product is based on the toxicity of Fipronil. The toxic or harmful amount of Fipronil
for an 11.4 kg child is 2.5 mg/kg x 11.4 kg = 28.5 mg.

Effipro PLUS Topical Sclution for Cats; EPA File Symbol: 2382-RII: Access to a toxic or harmful
amount = 28.5 mg divided by [1046.3 mg/mi x 0.095 Fipronil] = 0.286 mL = 0.29 mL.

Effipro PLUS Topical Solution for Dogs; EPA File Symbol: 2382-RIO: Access to a toxic or harmful
amount = 28.5 mg divided by [1032.5 mg/mL x 0.097 Fipronil] = 0.28 mL = 0.28 mL.

Access to one tube represents a failure for a child for all sizes equal to or greater than 0.29 mL for EPA
File Symbol: 2382-RI1, and for all sizes equal to or greater than 0.28 mL for EPA File Symbol: 2382-

RIO.

Page 3 of 6 14



PC Codes: 129121, 125032
EPA Reg. Nos. 2382-R11, -RIO

Toxicity, Child Failure, and Package

EPA File ml. * fl. 0z.” Product % Fipronil mg # unit = tox
Symbol Density Fipronil | /harmful amt
{ mg/ml})
2382-RII 0.5 0.017 1046.3 9.5 49.7 1
2382-RI0 0.67 0.023 1032.5 97 67.1 1
2382-RIO 1.34 0.045 1032.5 9.7 134.2 1
2382-RIO 2.68 0.09 1032.5 9.7 268.4 1
2382-RIO 4.02 0.136 1032.5 9.7 402.6 1

"1 mL=0.0338 1. 0z
Y1 fl. 0z. =29.6 mL

FAILURE: For the purposes of CRP testing a child failure is access to 1 unit. Access to 1 unit is more
than 28.5 mg of Fipronil for all sizes equal to or greater than 0.29 mL for EPA File Symbol; 2382-RI1, or
equal to or greater than 0.28 mL for EPA File Symbol: 2382-RIO.

A unit failure is opening the tube or any partial or complete access to the placebo (water).

A Senior Adult Use Effectiveness failure is failure to access the tube contents in the prescribed test time
of 5 minutes for the first package or | minute for the second package, not accessing the tube contents in
the correct manner in the prescribed test time of 5 minutes for the first package or 1 minute for the second

package, not understanding the directions, or not opening the tube.

CURRENT SUBMISSION: The registrant has submitted data matrices for both 2382-RII (dated
16/DEC/2011) and ~RIO (dated 6/FEB/2012).

EPA File Symbol: 2382-RII:

¢ The submiited data matrix for 2382-RI] cites the below noted MRIDs to fulfill ail CRE and
SAUE data requirements for the 1 mL tube, 0.5 mL fill volume for the 1-, 3-, 6, and 36-tube

configurations.
Tube Fill Tube Company Data MRID Study
Size Volume | Presentation Acceptable
mL mL # Tubes/ CRE SAUE '
Pkg.

1 0.5 1 X 48095215 Yes®
1 0.5 1 X 48095218 Yes®
1 0.5 3 X 48410018 Yes®
1 0.5 3 X 48410019 Yes®
] 0.5 6 X 48095216 Yes®
1 0.5 6 X 48095219 Yes®
1 0.5 36 X 48095217 Yes?
] 0.5 36 X 48095220 | Yes®

*R. Gross, DP Barcodes: D379880, D381039, D379873 and D381040, EPA File Symbols: 2382-RIL,
2382-RIA, I/NOV/2010
® B. Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382186, 5/JUL/2011
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PC Codes: 129121, 129032
EPA Reg. Nos, 2382-Ril, -RIO

EPA File Symbol: 2382-RI0):

e The submitted data matrix for 2382-RIO cites the below noted MRIDs to fulfill all CRE and
SAUE data requirements for the 1 mL tube, 0.67 mL fill volume for the 1-, 3-, 6, and 36-tube

configurations.
Tube Fill Tube Company Data MRID Study
Size Volume | Presentation Acceptable
mL mL # Tubes/ CRE SAUE

Pkg.

1 0.67 1 X 48410001 Yes®
1 0.67 1 ' X 48410002 Yes®
1 0.67 3 X 48410007 Yes®
1 0.67 3 X 48410008 Yes®
1 0.67 6 X 48410003 Yes®
1 0.67 6 X 48410004 Yes®
1 0.67 36 X 48410005 Yes®
| 0.67 36 X 48410006 Yes®

B. Hanso.n, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382-186, 5/JUL/2011

s The submitted data matrix for 2382-RIO cites the below noted MRIDs to fulfill all CRE and
SAUE data requirements for the 3 mL tube, 1.34 mL fill volume for the 1-, 3-, 6, and 36-tube

configurations.
Tube Fill Tube Company Data MRID Study
Size Volume | Presentation Acceptable
ml ml. # Tubes/ CRE SAUE

Pkg.

3 1.34 1 X 48095221 Yes®
3 1.34 1 X 48095224 Yes®
3 1.34 3 X 48410009 | Yes®
3 1.34 3 X 48410010 Yes®
3 1.34 6 X 48095222 Yes®
3 1.34 6 X 48095225 Yes®
3 1.34 36 X 48095223 Yes®
3 1.34 36 X 48095226 Yes®

# R, Gross, DP Barcodes: D379880, D381039, D379873 and D381040, EPA File Symbols: 2382-RIL, 2382-
RIA, 1/NOV/2010
® B. Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382-186, 5/JUL/2011

e The submitted data matrix for 2382-RIO cites the below noted MRIDs to fulfill all CRE and
SAUE data requirements for the 3 mL tube, 2.68 mL fill volume for the 1-, 3-, 6, and 36-tube

configurations.
Tube Eill Tube Company Data MRID Study
Size Volume | Presentation Acceptable
mL mL # Tubes/ CRE SAUE

Pkg.

3 2.68 1 X 48095227 Yes®
3 2.68 1 X 48410015 Yes®
3 2,68 3 X 48410011 Yes®
3 2.68 3 | X 48410012 Yes” )
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PC Codes: 129121, 129032
EPA Reg. Nos. 2382-RII, -RIO

3 2.68 6 X 48095228 Yes®
3 2.68 () X 48095231 Yes®
3 2.68 36 X 48095229 Yes®
3 2.68 36 X 48410016 | Yes®

* R. Gross, DP Barcodes: D379880, D381039, D379873 and D381040, EPA File Symbols: 2382-RIL, 2382-

RIA, I/NGV/2010
® B. Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382-186, 5/7UL/2011

s  The submitted data matrix for 2382-RIO cites the below noted MRIDs to fulfill all CRE and
SAUE data requirements for the 6 mL tube, 4.02 mL fill volume for the 1-, 3-, 6, and 36-tube

configurations.
Tube Fill Tube Company Data MRID Study
Size Volume | Presentation Acceptable
mL mL # Tubes/ CRE SAUE

Pkg.

6 4.02 1 X 48095233 Yes®
6 4.02 1 X 48095236 Yes®
6 4.02 3 X 48410013 Yes®
6 4.02 3 X 48410014 Yes®
6 4.02 6 X 48095234 Yes®
6 4.02 6 X 48410017 Yes®
6 4.02 36 X 48095235 Yes®
6 4.02 36 : X 48095238 Yes®

* R. Gross, DP Barcodes: D379880, D381039, D379873 and D381040, EPA File Symbols; 2382-RIL, 2382-

RIA, I/NOV/2010
*RB. Hanson, DP Barcodes: D388132, D388130, EPA Reg. Nos. 2382-185 2382-186, 5/7UL/2011

CONCLUSION: Since a child failure is access to 1 unit for EPA File Symbols: 2382-RI1, -RIO, as with
EPA Reg. Nos. 2382-185, -186, and there are no changes to the type of packaging used, the use
directions, and all the tube sizes and fill levels are the same, all SAUE and CRE CRP testing data
requirements have been met for the 1-, 3-, 6- and 36-tube package presentations for the 0.5 mL fill
volume for EPA File Symbol: 2382-RI]; as well as the 1-, 3-, 6- and 36- tube presentations for the 0.67
mL fill volume, the 1.34 mL fill volume, the 2.68 mL fill volume and the 4.02 mL fill volume for EPA
File Symbol: 2382-RI0O. All CRP Self-Certifications are acceptable. The labels submitted for 2382-RII
(dated 13/DEC/2011) and 2382-RIO (dated 14/DEC/2011) have the same instructions as those used in the
previous SAUE testing for both 2382-185, -186.

Note to PM: MRIDs 48095230 and 48095232, both listed on the submitted data matrix, were
deemed unacceptable in TRB’s previous review per R. Gross. The studies were later resubmitted
and given new MRIDs, 48410015 and 48410016, respectively. MRIDs 48095230 and 48095232
should be removed from the data matrix.

Note to Registrant: Should any human experience/epidemiological evidence indicate a problem
once the product is in the marketplace, the Agency reserves the right to reexamine this data
comprehensively and to question the child resistance of the package involved.

Page 6 of 6
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May 15, 2012

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20468

QFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

OFFICE OF PESTICIDE PROGRAMS
REGISTRATION DIVISION (7505P}

MEMORANDUM

Subject:

Name of Pesticide Product: EFFIPRO® PLUS TOPICAL SOLUTION FOR CATS
EPA Reg. No. /File Symbol: 2382-RII

DP Barcode: DP 398335

Decision No.: 458840

Action Code: R310

PC Codes: 129032 (Pyriproxyfen: 11.5%})

129121 (Fipronil: 9.5%)

T
Byron T. Backus, Ph.D., Toxicologist ﬂ S e (. @ el

From:
Tecllmlczq Rev%e\.N'Branch Moay —(f - Lo t
Registration Division (7505P) T w{ W
To: Bonaventure Akinlosotu/Richard Gebken RM 10 T Leadss - ex
Insecticide Branch
Registration Division (7505P)
Registrant: VIRBAC AH, INC.
FORMULATION FROM LABEL:
Active Ingredient(s): by wt.
129121 Fipronil 9.5%
129032 Pyriproxyfen 11.5%
Other Ingredient(s): 79.0%
TOTAL 100.0%

ACTION REQUESTED: The Risk Manager requests:

“For your review: R310. MRID 486950-10 to -14; for a Fipronil + Pyriproxyfen containing Spot-On
for cats. Similar to 2382-186, except it contains the IGR pyriproxyfen. Submits prod chem., tox,
efficacy and CAS data...”
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BACKGROUND:

The material received for review includes a proposed label, indicating the product is packaged in
single-use applicators (1, 3, 6 or 36 applicators per package; each applicator contains 0.017 fl. oz. or
0.5 mL of solution) for use on cats and kittens 8 weeks of age and older. Labeling includes the
statement: “Wait at least 30 days before reapplication of EFFIPRO® PLUS Topical Solution for Cats.”
There are five acute toxicity studies (MRID 48695010, acute oral toxicity study in rats; 48695011,
acute dermal toxicity study in rats; 48695012, acute eye irritation study in rabbits; 48695013, acute
dermal irritation study in rabbits; and 48695014, contact hypersensitivity in albino guinea pigs,
Buehler test), and a waiver request for the inhalation toxicity study requirement.

COMMENTS AND RECOMMENDATIONS:

1. The acute toxicity studies in MRIDs 48695010-48695014 were reviewed by a contractor,
Summetic. The resulting DER was reviewed by TRB, and the appropriate revisions, if necessary,
were made. It is concluded that these five acute toxicity studies are acceptable, and can be used to

support the registration of 2382-RIl.

2. TRB has reviewed the acute inhalation toxicity study waiver request, and concludes that, based on
the proposed product use and minimal potential inhalation exposure, this study can be waived and
the product can be assigned to Toxicity Category IV by the inhalation exposure route.

Based on the results of the acute toxicity studies, the following is the acute toxicity profile for
2382-RII (EFFIPRO PLUS TOPICAL SOLUTION FOR CATS):

42

Acute oral toxicity III Acceptable MRID 48695010
Acute dermal toxicity 1 Acceptable MRID 48695011
Acute inhalation toxicity v Waived n/a

Primary eye irritation 11X Acceptable MRID 48695012
Primary dermal irritation IV Acceptable MRID 48695013
Dermal sensitization Negative Acceptable MRID 48695014

4. Based on the acute toxicity profile above, the following is the precautionary and first aid labeling
for 2382-RII, as obtained from the TRB Label Review System.

PRODUCT ID #: 002382-00188
PRODUCT NAME: EFFIPRO® PLUS TOPICAL SOLUTION FOR CATS

PRECAUTIONARY STATEMENTS
SIGNAL WORD: CAUTION

Hazards to Humans and Domestic Animals:

Harmful if absorbed through skin. Harmful if swallowed. Causes moderate eye irritation. Avoid contact with
skin, eyes or dothing. Wash thoroughly with soap and water after handling and before eating, drinking,
chewing gum, using tobacco or using the toilet. Wear long-sleeved shirt and long pants, socks, shoes, and
gloves. Remove and wash contaminated clothing before reuse. [Wear protective eyewear.]*

*Protective eyewear may be specified, if appropriate].
2
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First Aid:

If on skin:

-Take off contaminated clothing.

-Rinse skin immediately with plenty of water for 15-20 minutes.
-Call 2 poison control center or doctor for treatment advice.

If swallowed;

-Call a poison control center or doctor immediately for treatment advice.
-Have person sip a glass of water if able to swallow.

Do not induce vomiting unless told to by a poison control center or doctor.
<Do not give anything to an unconscious person.

If in eyes:

-Hold eye open and rinse slowly and gently with water for 15-20 minutes.
-Remove contact lenses, if present, after the first 5 minutes, then continue rinsing.
-Call a poison control center or doctor for treatment advice.

NOTE TO PHYSICIAN: Note to PM/CRM/Redistrant: The proposed label should contain a "Note to Physician”,
The following statements are suggested types of information that may be included, if applicable: - technical
information on symptomatelogy; - use of supportive treatments to maintain life functions; - medicine that will
counteract the specific physiological effects of the pesticide; - company telephone number to specific medical
personnel who can provide specialized medical advice.

Have the product container or label with you when calling a poiscn control center or doctor or going for
treatment. You may also contact 1-800-x0x-x00x for emergency medical treatment information.

5. The basic CSF dated October 15, 2011 for 2382-RII should be reviewed and accepted by the TRB
Chemistry Team.
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DATA EVALUATION RECORD

PYRIPROXYFEN AND. FIPRONIL
[104.15; EFFIPRO® PLUS TOPICAL SOLUTION FOR CATS]

STUDY TYPE: ACUTE ORAL TOXICITY - RAT [OCSPP §70.1100; OECD 425]

ACUTE DERMAL TOXICITY - RAT [OCSPP 870.1200; OECD 402]

ACUTE EYE IRRITATION - RABBIT [OCSPP §70.2400; OECD 405]

ACUTE DERMAL IRRITATION - RABBIT [OCSPP 870.2500; OECD 404]

DERMAL SENSITIZATION - GUINEA PIG [OCSPP 870.2600; OECD 406]
MRID: 486950-10, 486950-11, 486950-12, 486950-13, and 486950-14

Prepared for
Registration Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
One Potomac Yard
2777 South Crystal Drive
Arlington, VA 22202

Prepared by
Summitec Corporation
9724 Kingston Pike, Suite 602
Knoxville, Tennessee 37922

Task Order No, 3-C-09

Primary Reviewer: \ _

Donna L. Fefee, D.V.M. Signature: DQW&—- L. F{'LC&; te
Date: APR_1 6 201

Secondary Reviewers: .

Thomas C. Marshall, Ph.D., D.A B.T. Signature: TL\DWWUQ g;t ZH(}OWW( .
Date: o

Robert H, Ross, M.S,, Program Manager Signature: w \{ . g"&%.
Date: APRY 6 2012

Quality Assurance: \

Angela M. Edmonds, B.S. Signature: _Mﬂ mL WM
Date: PR-1-6-208

Disclaimer -

This review may have been altered subsequent to the contractor’s signatures above.
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EPA Reviewer: Byron T. Backus, Ph.D. Date: May 15, 2012
Risk Manager (EPA): 10

The following table is the Acute Toxicity Data Evaluation Record (DER) for the five studies and one
waiver request submitted for the proposed product, File Symbol 2382-RIT

1. DP BARCODE: 398335

2. PC CODES: 129432, 129121

3. CURRENT DATE: May 15,2012

4. TEST MATERIAL: 104.15; Batch FMA11123-6; 9.87% Fipronil and 12.03% Pyriproxyfen;
colorless to yellowish liquid; density: 1.049 g/mL; pH: 7 (MRID 48695012) or 4-5 (MRID
48695013); expiration date: November 2011; stored at room temperature; expected to be stable under
study conditions.

Study/Species/Lab MRID Results Tox | Core
Study # /Date Cat | Grade
Acute ora] toxicity / rat 48695010 | LDso Females = 2000 mg/kg bw 111 A
Harlan Laboratories Ltd. Four tested in accordance with
(Itingen, Switzerland) AQOT425 StatPgm (assumed
Study #D34712 / October 20, sigma=0.5}: 1 at 550 mg/kg, 3 at
2011 2000 mg/kg.
OCSPP 870.1100; OECD 425 550 mg/kg: no deaths, abnormal
clinical signs, bw effects, or gross
findings.

2000 mg/kg: 1 death (day 7 [dosed
on day 11); clinical signs: on day 1,
ruffled fur in 3/3, decreased activity
1/3: one survivor had hunched
posture, visible weight loss, and/or
ruffled fur days 6-10; both
survivors lost wt days 1-8 and
gained days 8-15, but one had net
wt loss over days 1-15; gross
necropsy findings of hemorrhagic
fluid in the Jungs and abnormal
black/brown jejunal contents in the
decedent.

Deviations from QCSPP
870.1100/OECD 425: animals
were ] 1-13 weeks of age, rather
than 8-12 weeks of age, no
rationale provided for use of
starting dose different from default.




Acute dermal toxicity / rat

Harlan Laboratories Ltd.
(ftingen, Switzerland)

Study #D34723 / October 21,
2011

OCSPP 870.1200; QOECD 402

48695011

LDso > 2000 mg/kg (both sexes)
No deaths, abnormal systemic
clinical signs, or abnormal gross
findings; BW affected: 5/5 females
and 2/3 males lost weight during
days 1-8 but had net BW gain over
days 1-15; local effects: erythema
on 2 males and 1 female day 2
(resolved by day 4), desquamation
and/or focal crusts on all animals
beginning days 5-7 (resolved by
day 15).

Note: It is unclear whether the size
of the dose site really was 10% of
the body surface area (BSA4). The
study author stated that application
sites were approximately 10% of
body surface area, but it was also
stated that application sites were
covered by a gauze pad measuring
~25 em’, which, according to
standard formulas, would be less
than 10% of the BSA for rats in the
BW range used in this study (202.1-
280.5 g).

JE|

Acute inhalation toxicity / rat

I.a.

Waiver recommended on basis of
product use (pet spot-on) and
minimal inhalation exposure.

awv)

Primary eye irritation / rabbit

Harlan Laboratories Ltd.
(Itingen, Switzerland)

Study #D34734 / October 26,
2011

OCSPP 870.2400; OECD 405

43695012

Use of anesthetic not mentioned.
No corneal or iridial effects seen.
Conjunctival redness present in 3/3
eyes at | hr through 7 days and in
2/3 and 1/3 eyes at 10 and 14 days
post instillation (score=1-2).
Conjunctival chemosis and
discharge seen at I hour, in | eye
and 2 eyes, respectively (score=1),
and not seen thereafter. Slight to
moderate scleral reddening seen in
3 eyes at 1-24 hours and in 2 eyes
at 48 and 72 hours. “Positive”
conjunctivitis resolved within 72
hours.

MMTS=4.67, at 1 hour;

Mildly irritating (per Kay and
Calandra).

Classified based on resolution of
“positive” irritation within 7 days
or less.

11
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Primary dermal irritation / 48695013 | PDI at 72 hours=0.00 v
rabbit There were no observations of

Harlan Laboratories Ltd. erythema, edema, or other dermal
(Itingen, Switzerland) effects on any animal at any time

Study #D34745 / October 20, point.
2011 “Nonirritant” based on US EPA

QCSPP §70.2500; QECD 404 {1988).

Dermal sensitization / guinea 48695014 | Tested using Buehler method -

pig

Harlan Laboratories Ltd.
(Fullinsdorf, Switzerland)

Study #D34756 / October 28,
2011

QCSPP 870.2600; QECD 406

100% (undiluted) test material used
for induction and challenge. No
irritation seen on any animal at any
time point.

Not a sensitizer

Positive control study provided.
Deficiency: It appears that in the
positive control study the testing
lab was not able to identify the
HNIC; two challenge
concentrations (neither of which
was a HNIC) were selected, based,
in part, upon historical results.
Results of initial challenge were
equivocal, and a re-challenge was
necessary, “Correct” results were
attained, but the laboratory has not
necessarily demonstrated

proficiency.

Core Grade Key: A =Acceptable, S = Supplementary, U = Unacceptable, D = Data Gap, W=

Waived
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, b.C. 20460

OFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

OFFICE OF PESTICIDE PROGRAMS
REGISTRATION DIVISION (7505P)

May 18, 2012
MEMORANDUM
Subject: Name of Pesticide Product: EFFIPRO® PLUS TOPICAL SOLUTION FOR CATS
EPA Reg. No. /File Symbol: 2382-RII
DP Barcode: DP 398338
Decision No.: 458840
Action Code: R310
PC Codes: 129032 (Pyriproxyfen: 11.5%)
129121 (Fipronil: 9.5%)
-
From: Byron T. Backus, Ph.D., Toxicologist B-}«-«-— R E
Technical Review Branch ey 18)Fe! L
Registration Division {7505P) V‘Z WN
To: Bonaventure Akinlosotuw/Richard Gebken RM 10 PR
Insecticide Branch TeL. ToxicolD @Y

Registration Division (7505P)

Registrant: ~ VIRBAC AH, INC.

FORMULATION FROM LABEL;

Active Ingredient(s): by wt,
129121 Fipronil 8.5%
129032 Pyriproxyfen 11.5%
Qther Ingredient(s): 79.0%

TOTAL 100.0%
ACTION REQUESTED: The Risk Manager requests:
“For your review: R310. MRID 486950-18 & 19; for a Fipronil + Pyriproxyfen containing Spot-On

for cats. Similar to 2382-186, except it contains the IGR pyriproxyfen. Submits prod chem., tox,
efficacy and CAS data...”
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BACKGROUND:

The material received for review includes a proposed label, indicating the product is packaged in
single-use applicators (1, 3, 6 or 36 applicators per package; each applicator contains 0.017 fi. oz. or
0.5 mL of solution) for use on cats and kittens 8 weeks of age and older. Labeling includes the
statement: “Wait at least 30 days before reapplication of EFFIPRO® PLUS Topical Solution for Cats.”
There are two documents for review, MRID 48695018 titled: “Summary of Companion Animal
Safety Data for Effipro Plus Topical Solution for Cats (Fipronil 9.5% and Pyriproxyfen 11.5% End
Use Product) and MRID 48695019 titled: “Tolerance Study by Cutaneous Application (Spot-On) in
Young Cats.” In addition, the data matrix indicates the registrant is citing the following additional
MRIDs to satisfy the 870.7200 (cat) companion animal safety data requirements: 43272401,
43444904, 43577711, 43863801, 43121112, 44942009 (all from Merial) and 44850103.

COMMENTS AND RECOMMENDATIONS:

1. The following is a listing of the MRIDs cited by the registrant and the corresponding citation
references as obtained from OPPIN and summaries from IHAD: MRID 43272401 Schwartz, E.
(1994) Domestic Animal Safety Study of RM1601C 0.25% Topical Spray in Juvenile Cats:
Interim Report: Lab Project Number: 94424, Unpublished study prepared by White Eagle
Toxicology Lab. 112 p. [according to OPPIN the product supported by this study was 65331-EUP-
1; there is no record of a review of MRID 43272401 in IHAD]; 43444504: Schwartz, E. (1994)
Domestic Animal Safety Study of RM1601C Topical Spray (Frontline Spray Treatment) in
Juvenile Cats: Lab Project Number: 94424: PS-234DAS. Unpublished study prepared by White
Eagle Toxicology Labs. 168 p. Ja DER for this study is in TXR 011405; groups of 4M & 4F
domestic short hair kittens (< 8 weeks) were treated with either 1X (6 mL/kg), or 5X RM1601C
{0.25% fipronil) at 1X (6 mL/kg), or with 5X the formulation vehicle; kittens were treated once a
month for 3 months; the study demonstrated at least a 5X margin of safety mn kittens]; 43863801:
Cameron, D.; Maltby, B. (1995) Domestic Animal Safety by Topical Administration to Cats:
Fipronil Spot Treatment: Lab Project Number: MRX 24/950746. Unpublished study prepared by
Huntingdon Research Centre, Ltd. 174 p. {a summary for this study is in TXR 0051187; the test
material was a 9.7% fipronil spot-on formulation, dosages tested: untreated control; vehicle
control (5X); 1X, 3X and 5X once a month for 6 months. [From p. 20 of MRID 43863801 the 1X
dose was 0.25 mL/kg; the 3X dose was 0.75 mL/kg and the 5X dose was 1.25 mL/kg. No
treatment-related effects; animals were not treated at the indicated (presumably 0.5 mL) dosages
until the fourth treatment when they were approximately 24 months (probably should be 24 weeks,
as they were 12 weeks old at first treatment) old and the mean body weights for both males and
females had reached 2.0 kg. HED classified the study as adequate since three treatments were
applied at 0.5 mL]. MRID 43121112 Arnaud, I.; Consalvi, P. (1993) Domestic Animal Safety:
Assessment of the Tolerance of a 0.25% RM 1601 Spray Formulation in Cats at 3, 9, and 15 ml/kg
When Applied 6 Times to the Haircoat at 28 Day Intervals: Revised: Lab Project Number: CLI
137. Unpublished study prepared by Rhone Merieux, Inc. 62 p. {From TXR 0010923: Groups of
three male cats were topically administered six treatments of the 0.25% fipronil formulation at
dosages of either 0, 3, 9 or 15 mL/kg (0, 7.5, 22.5 and 37.5 mL/kg, respectively) at 28 day
intervals; the proposed recommended dose for cats is 3-6 mL/kg... Classification: Unacceptable
because: 1) the highest dosage level was not at 5X the highest recommended dose; 2} only three
male cats per dosage group were included in the study; and 3) the study was not conducted in
compliance with GLP regulations]. MRID 44942009: Clery, D. (1999) Fipronil/(S)-
Methoprene/Topical/Solution/Target Species Safety Study in the Cat: Interim Final Report: Lab

2
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Project Number: GB011/99-001: PR&D 0023301. Unpublished study prepared by Biological
Labs. Europe Ltd. 127 p. {OPPTS §70.7200} [From TXR 5001487: a formulation containing
fipronil, 10% w/v, and S-methoprene, 12% w/v, was topically applied at dose levels of 0.5 mL
(1X), 1.5 mL (3X) or 2.5 mL (5X the maximum recommended dose) to groups of 6M and 6F
kittens (52-59 days old at the start of the study). Controls were not dosed. Animals were treated
on Study Day 0 and again on Study Day 28. There were no indications of toxicity, and the study
was classified as acceptable].

. The study in MRID 44850103: Fabreguettes, C. (1998) Tolerance Study by Cutaneous
Application (Spot On} in Cats: Pyriproxyfen 10% Spot On for Cats: Lab Project Number: 636,29,
Unpublished study prepared by Centre International de Toxicologie (C.I.T.). 254 p was previously
reviewed and classified as acceptable [TXR 5002262: A formulation containing 10% pyriproxyfen
as sole active was topically applied to groups of 3M and 3F 3-month old kittens for two periods of
3 consecufive days (days 1, 2. 3 and then days 19, 20, 21) at 1X (0.6 mL/treatment), 2X (1.2 mL/
treatment) and 3X (1.8 mL/treatment), with doses equal to 3X, 6X and 9X over each 3-day dosing
period. Although no single daily application of pyriproxyfen exceeded a 3X dosing level, a
cumulative 6X exposure was achieved by the second day and a cumulative 9X exposure by the
third day. The kittens used in this study were 3 months old.].

. The material in MRID 48695018 and the companion animal (kittens) safety study in MRID
48695019 were reviewed by Summitec Corporation and DERs were prepared. TRB secondarily
reviewed these DERs and made revisions as appropriate. Refer to the attached DERs for
comments and conclusions.

. TRB concludes that the companion animal safety studies cited by the registrant adequately support
the use of this formulation at a dosage rate of 0.5 mL/kg on a once-a-month (or every 4 weeks)
basis. However, as noted in the review for MRID 44850103, there is insufficient support for
labeling this product for use in 8-week-old kittens. In MRID 44850103, the 10% Pyriproxyfen
Spot On was tolerated when applied at three times the proposed dose rate over two periods of
three consecutive days (days 1, 2, and 3 and then days 19, 20, and 21), but this study used 12-
week-old, not 8-week-old kittens. In 48695019, deaths of three ~4-week-old kittens were
considered potentially related to toxicity of the vehicle. Tt is concluded that the use of this
formulation (which includes the solvent) on 12-week-old kittens is acceptable, but that an
adequate margin of safety has not been demonstrated for 8-week-old kittens.

. The registrant has proposed the statement: “Consult a veterinarian before using on medicated,
debilitated or aged cats.” However, the registrant has not submitted or cited data regarding the
safety of this formulation (which would include the vehicle) on pregnant or nursing animals.
Therefore the statement must be revised fo: “Consult a veterinarian before using this product on
debilitated, aged, pregnant or nursing animals” as indicated in PR Notice 96-6,
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Primary Reviewer:

DATA EVALUATION RECORD

PYRIPROXYFEN AND FIPRONIL
[EFFIPRO™ PLUS TOPICAL SOLUTION FOR CATS]

STUDY TYPE: COMPANION ANIMAL SAFETY - CATS/KITTENS;
NON-GUIDELINE DATA COMPILATION

MRIDS 486950-18
Prepared for

Registration Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
One Potomac Yard
2777 South Crystal Drive
Arlington, VA 22202

Prepared by
Summitec Corporation
9724 Kingston Pike, Suite 602
Knoxville, Tennessee 37922

Task Order No. 3-C-08

Quality Assurance:
Angela M. Edmonds, B.S. Signature:

Donna L. Fefee, D.V.M, Signature:
Date:

Secondary Reviewers:

Robert H. Ross, M.S. Signature:
Date:

Robert H. Ross, M.S.. Group Leader Signature:
Date:

- Date;

Disclaimer

This review may have been altered subsequent to the contractor’s signatures above.
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—
EPA Reviewer: Byron T. Backus, Ph.D. Signature: r;“if‘—"-\ L. (5 b

Technical Review Branch, Registration Division {(7505P) Date: Mo A8 Loy
EPA Secondary Reviewer: Masih Hashim, Ph.D., D.V.M, Signature: Z. é}R
Technical Review Branch, Registration Division (7505P) Date: S £y

Template version 02/06

| DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety in Cats/Kittens; Data Compilation; Non-guideline

PC CODES: 129032, 129121 DP BARCODE: 398338

TEST MATERIAL (PURITY): Effipro™ Plus Topical Solution for Cats (9.5% Fipronil and 11.5%
Pyriproxyfen)

SYNONYMS: None provided.

CITATIONS: Villard, I (2011) Summary of companion animal safety data for Effipro” Plus
Topical Solution for Cats. Isavet Biosciences, Clichy sous Bois, France. Study
Number Virbac 104.15-1, December [, 2011. MRID 48695018. Unpublished.

SPONSOR: Virbac AH, Inc., P.O. Box 162059, Fort Worth, Texas.

EXECUTIVE SUMMARY: Virbac AH has submitted a summary of the currently available
companion animal safety data for the end-use product Effipro™ Plus Topical Solution for Cats
{MRID 48695018). Effipro™ Plus Topical Solution for Cats is an end-use product, which contains
Fipronil at the commonly used dose rate for Fipronil-only spot-on produets and also contains
Pyriproxyfen in order to provide a 6-week claim for flea eggs and larvae. According to the study
author, the commonly used dosage for Fipronil is 50 mg/animal, and the intended dosage of
Pyrprioxyfen in this end-use product is 60 mg/animal. According to sample labeling (provided with
MRIDs 48695010, 48695011, 48695012, 48695013, and 48695014), the product is intended for use
on cats 8-weeks-0ld and older, and the proposed retreatment interval is >30 days.

The author of the compilation states that the many previous safety studies and more than 15 years of
use have demonstrated the safety of Fipronil and Pyriproxyfen when these two active ingredients are
used separately on cats and kittens at the dose levels proposed for Effipro™ Plus Topical Solution for
Cats. The author also states that safety studies conducted with a Pyriproxyfen spot-on in young and
very young kittens confirmed that Pyriproxyfen is well tolerated at the proposed dose rate and at
exaggerated doses [1.e. applied at three times the proposed dose rate over two periods of three
consecutive days (days 1, 2, and 3 and then days 19, 20, and 21)]. The study author concludes that
existing safety data support the registration of Effipro™ Plus Topical Solution for Cats.

Data Citations:

I. Fipronil: The study author cited MRIDs 43272401, 43444904, 43863801, 43121112, and
44942009, which were stated to be OCSPP 870.7200 companion animal safety studies with
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Frontline™ Top Spot® for Cats (ora .25% Frontline® spray product) in cats. Copies of the DERs
were not provided.

2. Pyriproxyfen: The study author cited MRIDs 44850103 and 48695019, which were OCSPP
870.7200 companion animal safety studies with a 10% Pyriproxifen Spot On in kittens (12 weeks
of age in MRID 44850103 and 4 weeks of age in MRID 48695019. A copy of the DER for MRID
44850103 was provided. MRID 48695019 was submitted concurrently with the data compilation

study.

Reviewer’s Comments: The reviewer agrees that the documentation provides support for the levels
of the active ingredients that were chosen in formulating the end-use product. However, this new end-
use product should be evaluated in a companion animal safety study in 8-week-old kittens in order to
support that claim. While the active ingredients have been shown to be safe when dosed separately at
these doses in the vehicle(s) used for Frontiine® Top Spot® for Cats and the 0.25% Frontline® spray
product, the combination of active ingredients and/or the vehicle used in Effipro™ Plus Topical
Solution for Cats at the proposed dose level of 0.5 ml/kitten may be associated with an inadequate

margin of safety.

There is insufficient support for labeling this product for use in 8-week-old kittens. In MRID
44850103, the 10% Pyriproxyfen Spot On was tolerated when applied at three times the proposed
dose rate over two periods of three consecutive days (days 1, 2, and 3 and then days 19, 20, and 21),
but this study used 12-week-old, not 8-week-old kittens. In 48695019, deaths of three ~4-week-old
kittens were considered potentially related to toxicity of the vehicle. It is concluded that the use of
this formulation (which includes the selvent) on 12-week-old kittens is acceptable, but that an
adequate margin of safety has not been demonstrated for 8-week-old kittens.

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided,;
according to the GLP statement, because it is a “compilation document,” this decument is not subject
to the requirements of 40 CFR Part 160.
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DATA EVALUATION RECORD

PYRIPROXYFEN AND FIPRONIL
[636.29]

STUDY TYPE: COMPANION ANIMAL SAFETY STUDY- KITTENS;
NON-GUIDELINE

MRIDS 486950-19
Prepared for

Registration Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
One Potomac Yard
2777 South Crystal Drive
Arlington, VA 22202

Prepared by
Summitec Corporation
9724 Kingston Pike, Suite 602
Knoxville, Tennessee 37922

Task Order No. 3-C-08

Primary Reviewer: , - f

Donna [, Fefee, D.V. M. Signature: DQV v L. / &Q'é e
Date: APR 1-6-2817

Secondary Reviewers: o

Thomas C. Marshall, Ph.D.. D.AB.T. Signature: | NOMG C- Auntpd e
Date:

Robert H. Ross, M.S., Group Leader " Signature: N AT AT U PPN
Date- _ I T A

Quality Assurance:

Angela M. Edmonds, B.S. Signature: Qﬁ%{@ g4i . Ml l&fﬁ;
Date: APR 162012

Disclaimer

This review may have been altered subsequent to the contractor’s signatures above,
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.
EPA Reviewer: Byron T. Backus, Ph.D, Signature: O Y P

Technical Review Branch, Registration Division (7505P) Date: Moy L& e
| l W
EPA Secondary Reviewer: Masih Hashim, Ph.D., D.V.M. Signatare: /Z_ [
Technical Review Branch, Registration Division (7505P) Date: S 20—l

Template version 02/06

| DATA EVALUATION RECORD |

STUDY TYPE: Companion Animal Safety Study - Kittens; Non-guideline

PC CODES: 129032, 129121 DP BARCODE: 398338

TEST MATERIAL (PURITY): 636.29 (10.31% pyriproxyfen; Batch #MS-7134)

SYNONYMS: None provided.

CITATIONS: Fabreguettes, C. (1998) Tolerance study by cutaneous application (spot-on) in young
cats. Centre International de Toxicologie (C.L.T.), Miserey, Evreux, France. Study
Number 15658 TSF, February 13, 1998. MRID 48695019. Unpublished.

SPONSOR: Laboratoires Virbac, 1ére Avenue - 2065 m - L.I.D., 06516 Carros, France.

EXECUTIVE SUMMARY: In a juvenile companion animal safety study (MRID 48695019),
636.29 (10.31% pyriproxyfen, Batch #MS-7134) was applied topically to groups of three male and
three female approximately one-month-old kittens at 1X (0.6 mL) or 3X (1.8 mL) the intended dosing
volume {doses in mg/kg bw not available) for two periods of three consecutive days (days 1, 2, and 3
and then days 19, 20, and 21) and observed for 16 days. “Excipient 636.29” (Batch No. LC 6142-1)
was applied in identical manner to a control group of three male and three female animals at a dosing
volume of 1.8 mL so that the animals were exposed to the inert ingredients at the maximum levels that
would appear in a 3X treatment with the formulation. Replacement animals (two vehicle control
females and one 3X female) were added to the study due to mortalities. These animals were treated
for one period of three consecutive days (days 1, 2, and 3) and observed for 16 days. All surviving
animals were sacrificed and necropsied at the end of the study with subsequent microscopic
examination of the treated skin and normal skin. [Note: sacrifice and necropsy are not required under
OCSPP 870.7200 or the draft version of the guideline that was in effect at the time the study was
conducted.]

One 3X main-study female was sacrificed on day 10 due to observations of tremors, moderate
decrease in activity, marked weight loss, moderate dehydration, and cold to the touch. One vehicle
control main-study female was found dead on day 12 following observations of lateral decubitus, cold
to the touch, dehydration, hypokinesia, emaciation, and difficulty breathing. An additional vehicle
control main-study female was sacrificed on day 14 due to decrease in activity, dehydration,
prostration, weight loss, and tremors. All showed clinical chemistry alterations and gross and
microscopic findings consistent with acute renal failure due to acute tubular necrosis. Specifically,
urea nitrogen, creafinine, potassium, and inorganic phosphorus levels were elevated, and kidneys
grossly were pale with an irregular surface with microscopic changes that included tubular epithelial
degeneration and/or necrosis, tubular dilatation with flattened epithelium, and vacuolated tubular cells,
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with proteinaceous casts and/or interstitial hemorrhage and mononuclear cell aggregation in two
animals. Although these deaths may be due to maternal rejection/poor feeding, or even infectious
disease, they have fo be considered as potentially treatment-related. Given the absence of deaths
among 1X animals and the deaths in control kittens dosed with 3X vehicle, the nephrotoxicity
suggests an association with an ingredient in the vehicle.

There were no treatment-related effects on hematology, clinical chemistry, and coagulation
parameters, electrocardiography, or ophthalmology, and body weight did not appear to be affected in
SUrvVivors.

Compared to untreated skin, treated skin of the animals of all groups had increased incidences of
hyperkeratosis, inflammatory cell infiltration of the upper dermis (including granulocytes in some
cases), and mast cell infiltration of the dermis, and acanthosis was only noted in treated skin. Given
the similar incidences and severity across all groups, this difference may reflect a local, irritative
effect of the vehicle; however, it is also possible that the difference is related to the samples being
taken from different regions of the body.

Due to the occurrence of potentially treatment-related mortalities and coinciding elinical
chemistry alterations and gross and microscopie changes consistent with acute renal failure due
te acute tubular necrosis, it is concluded that a 3X margin of safety was not demonstrated under
the conditions used in this study.

This companion animal safety study in kittens is Unacceptable/Non-guideline, Because dosing was
at less than 5X the label recommendation and because there were only three kittens per sex per group,
the study does not satisfy the guideline requirement for a companion animal safety study (OCSPP
870.7200) in kittens.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements
were provided.

I. MATERIALS AND METHODS

A. MATERIALS:

1. Test Material: 636.29
Description: Colorless liguid contained in plastic pipettes
Batch #: MS-7134
Purity: 10.31% pyriproxyfen; 0.02028% butythydroxyanisol (BHA)
Compound Stability: Expiration date: May 1999; stored at room temperature, protected from [ight.
CAS #: Not provided,

2. Vehicle and/or positive eontrol: “Excipient 636.29” (Batch No. L.C 6142-1) was used as a
control. This was a colorless liquid (first receipt) or a pale yellow liquid (second receipt).

33



3. Test animals:
Species: Cat
Breed: 1€0O: Fec Eur (Tif)
Age/weight at study initiation:  Initial study animals: approximately | month/Males: 319-537 g, Females: 327435 g
Replacement animals: approximately 1.5 months/Femaies: 510-574 g,
Age/weight of dams not reported.

Source: [ffa Crédo, I’ Arbresle, France

Housing: Housed with littermates and dams in stainiess steel cages (acclimation)

Diet: Complete Dict For Cats, Expanded Pellets (U.A.R. Villemoisson-sur-Orge, France), ad
libitum

Water: Ad libitum tap water

Environmental conditions: Temperature: 20£5° C.

Humidity: 30+20%
Air changes: 12 per hour
Photoperiod: {2 hrs light/12 hrs dark

Acclimation period: Seven days

B. STUDY DESIGN:

1. In life dates: Start: September 9, 1997; End: October 16, 1997.

2. Animal assignment: Study design is given in Table 1. Healthy animals were selected for
inclusion in the study according to the results of pretreatment clinical examinations, hematology,
and clinical chemistry. The original animals were allocated by a random procedure to groups 1
through 3 by litters and according to body weight so that the average body weight of each group
was similar. It was unclear whether this meant that all of the animals in a given group were from
the same litter. Following the death or moribund sacrifices of three kittens (during days 10-14),
three replacement animals were assigned and treated at the same time as the initial (main study)
animals were in their second treatment period.

Table 1. Study design £
b
Dosing volume Schedule Number assigned
Test Group {mlL/animal)
Freated Killed Males Females
Main Study

1. Veliicle control (3X} 1.8 3 3

Days 1, 2,3,19,
2.1X 0.6 20, and 21 Day 37 3 3
33X L8 3 3

Replacements

4. Vehicle control (3X) 18 0 2

Days 1, 2, and 3 Day 20
5.3X 1.8 ] 1

a Data taken from pp. 18, 14, and 23-24, MRID 486950319
b Days 1, 2, and 3 for the replacement animals were the same calendar days as days 19, 20, and 21 for the main study animals,

3. Dose selection rationale: The dose levels were selected by the sponsor. According to the study
author, the study design was intended to comply with EPA’s draft OPPTS 870.7200 guideline
[now QCSPP 870.7200] and E.E.C. Recommendation No. 92/18/E.E.C., March 20, 1992. The
intended therapeutic dose is 0.6 mL/cat, and the dose levels chosen for the study are IX and 3X
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the therapeutic dose level. According to sample labeling (provided with MRIDs 48695010,
48695011, 48695012, 48695013, and 48695014), the proposed retreatment interval is >30 days.

. Treatmenti: The control or test material, as appropriate, was applied topically to the skin at the
base of the skull after first parting the hair at the application site. The control substance was
applied using a 2-mL disposable syringe, and the test material was applied using either one or
three 0.6-mL pipettes for the 1X and 3X animals, respectively. Treatments were applied once per
day, at approximately the same time each day, on days 1, 2, 3, 19, 20, and 21 for the main study
animals and on days 1, 2, and 3 for the complementary (replacement) animals. [Days 19, 20, and
21 for the main study animals were the same calendar days as days 1, 2, and 3 for the
complementary animals, i.e. September 27, 28, and 29, 1997.]

. Statistics: Body weight, electrocardiography, hematology, and blood biochemistry data were
analyzed. The Kolmogorov-Lilliefor’s test was used to evaluate whether the data were normally
distributed. For comparison of three or more groups, data with a normal distribution were
assessed for homogeneity of the variance between groups using Bartlett’s test and then further
analyzed using either Dunnett’s test or Dunn’s test for homogeneous or heterogeneous variances,
respectively. For comparison of two groups, the data were analyzed using Fisher’s test followed
by Student’s test if the variances were homogeneous or the Mann-Whitney U test if the variances
were heterogeneous. Data that were not normally distributed were re-evaluated following
logarithmic transformation. If transformation resulted in a normal distribution, the data were
evaluated as detailed above. Otherwise the untransformed data were analyzed using Dunn’s test.

. METHODS:

. Observations: The animals were observed cageside at least twice daily for mortality and
moribundity. Clinical signs were observed and recorded at least once daily, at approximately the
same time each day. On treatment days, the kittens were kept apart from the mother for
approximately one hour after treatment in order to prevent the mother from licking the kittens
immediately after the test material was applied, and additional observations of clinical signs were
made once per hour for four hours following treatment. Licking between the kittens and licking of
the kittens by the mother were also observed and recorded on treatment days.

. Bedy weight: The kittens were weighed once prior to allocation, on the first day of treatment, and
weekly thereafter.

. Food consumption: Food consumption was not measured.

. Hematology and clinical chemistry: Pre-treatment, day 4, and day 22 (main study only}, blood
for hematology, clinical chemistry, and coagulation evaluation was collected from the jugular or
cephalic vein without anesthesia or prior fasting. Complete evaluations were also conducted on
the animals that died or were sacrificed ahead of schedule. The CHECKED (X) parameters were
examined. Additional sampling for urea and creatinine evaluation was done on day 10 for the 3X
main-study and replacement animals and on day 28 for the surviving vehicle control and 3X main-

study animals.

11

35



a. Hematology:

X | Hematocrit (HCT)}* X | Leukocyte differential count*
X |} Hemoglobin (HGB)* X | Mean corpuscular HGB {MCH)*
X | Leukocyte count (WBCH* X | Mean corpusc. HGB cone,(MCHC)*
X | Erythrocyte count (RBC)* X | Mean corpusc. volume (MCV)*
X | Platelet count ¥ @ |Reticulocyte count

Blood clotting measurements Morphology (blood smear)
X (Thromboplastin time)* X | Fibrinogen

{Clotting time)

X (Prothrombin time)*

Recommended for companion animals safety evaluation based on OCSPP 870.7200.
Smears were prepared, but reticulocytes were not counted if anemia was not present.

b. Clinical Chemistry:

ELECTROLYTES OTHER
X | Calcium* X | Albumin*
X {Chloride* X | Creatining*
Magnesium X | Ureanitrogen (BUN)*
X | Phosphorus* X | Cholesterol
X |Potassium* Globulins*
X | Sodium* X | Glucose*
ENZYMES X i Total bilirubin*
x | Alkaline phosphatase (ALK)* x & | Direct bilirubin®
Cholinesterase {ChE) Indirect bilirubin
Creatine phosphokinase X | Toral protein {TP)*
Lactic acid dehydrogenase (LDH) X | Triglycerides
X | Alanine aminotransferase {ALT/also SGPT)* Scrum protein ¢lectrophoresis
X Aspartate aminotransferase (AST/also SGOT)* X | Albumin/globulin ratio
Sorbitol dehydrogenase Bicarbonate
Gamma glutamy! transferase (GGT)
Glutamate dehydrogenasc
Ampylase

Recommended for a companion animal safety evaluation based on OCSPP 8706.7200.
Only determined if total bilirubin was greater than 20 pmol/L.

5. Electrocardiography: All of the kittens were given 3-lead electrocardiographic examinations
pre-treatment and on days 18 and 37 (main study) or on day 19 (replacement animals). The heart
rate and P-Q interval, Q-T interval, and QRS complex were measured on lead II.

6. Ophthalmology: All of the kittens were given eye examinations pre-treatment and on days 18
and 37 (main study) or on day 19 (replacement animals). Pupils were dilated using Mydriaticum®
(tropicamide) and indirect ophthalmoscopy was used to examine the appendages, optic media, and
fundus. Pupillary light reflexes and blink reflexes were evaluated as appropriate to the age of the
animals.

7. Sacrifice and pathology: On day 38 (main study) or day 20 (replacement animals), the surviving
animals were euthanized via exsanguination under tiletamine/zolazepam/thiopental sodium
12
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anesthesia, and moribund animals were killed in this same manner. All animals were subjected to
complete necropsy, and the indicated (X) organs or tissues were collected and preserved in neutral
buffered formalin, Davidson’s fixative (eyes with optic netve), or Bouin’s fluid (testes) for
potential future histopathological evaluation. Treated and untreated skin from all animals and all
macroscopic lesions in the animals that died or were sacrificed ahead of schedule were examined

microscopically.

X DIGESTIVE SYSTEM X CARDIOVASC./HEMAT. X NEUROLOGIC
X Tongue Aorta X | Brain
X Salivary glands X Heart X | Peripheral nerve (sciatie)
X Esophagus X Bone marrow X | Spinal cord
X Stomach X Lymph nodes X i Pituitary
X Duodenum X Spleen X | Eyes (optic nerve )
X Jejunum X Thymus X GLANDULAR
X fleum X | Adrenal gland
X Cecumn X UROQGENITAL X | Parathyroid
X Colon X Kidneys X | Thyroid
X Reetum X Urinary bladder
X Liver Ureters X OTHER
X Gall bladder X Testes X | Bone
X Panereas X Epididymides X Joint
X RESPIRATORY X Prostate X Skin, both treated and untreated
X Trachea Seminal vesicles X Skcletal musele
X Lung X Ovaries X | Mammary giand
Nose Cviduet Peyer's patch
Pharynx X Uterus with cervix X | All gross lesions and masses
Larynx X Vagina
II. RESULTS

A. EXPOSURE: The doses to the animals in mg/kg bw cannot be determined because dosages were

in mL, while the provided certificate of analysis reported active ingredient content on a g/100 g

basis, and the density or specific gravity of the test material was not provided.

OBSERVATIONS:

Mortality and clinical signs: One 3X main-study female was sacrificed on day 10 due to

observations of tremors, moderate decrease in activity, marked weight loss, moderate dehydration,
and cold to the touch (all recorded on day 10). One vehicle control main-study female was found
dead on day 12 following observations of lateral decubitus, cold to the touch, dehydration,
hypokinesia, emaciation, and difficulty breathing (all recorded on day 12). An additional vehicle
control main-study female was sacrificed on day 14 due to observations of decrease in activity,
dehydration, prostration, weight loss, and tremors (all recorded on day 14). No other abnormal
clinical signs were recorded; all of the remaining animals were designated as “no clinical history”
for days 1-38 (main study) or 1-20 (replacements).

Licking: No licking between the kittens was observed. One vehicle control main-study male and
one 3X main-study male were observed being licked by their mothers on day 1. Licking

13

37



observations were recorded for the decedent and prematurely sacrificed main study females on
days 19, 20, and 21 (as no licking by the mother or between the kittens in all cases). 1t is assumed
that these notations referred to the replacement animals.

3. Cosmetic effects and migration or runoff of the test or contrel article: There was no
evaluation of cosmetic effects or the migration or runoff of the test or control articles.

C. BODY WEIGHT AND WEIGHT GAIN: Selected body weight data are given in Table 2.
There were no clear treatment-related effects on body weight or body weight gain. The 3X main-
study female killed on day 10, the vehicle control main-study female that died on day 12, and the
vehicle control main-study female killed on day 14 all lost weight between day 8 and the day of
death (54, 53, and 65 g, respectively). Otherwise, the individual kittens generally gained weight
between successive measurements during the treatment interval. The exception was one of the
vehicle control replacement females that maintained the same body weight of 794 g between days
15 and 19.

TABLE 2: Body weight data (g) 2

Parameter/ Dosage
Study day or interval Veliicle control 1X 3X
Main Study Males
Body Weight: Day 1 368x8.7 337+16.4 476+53.6
Day 8 420x51.6 377+16.5 5014£53.8
Day 19 623+£77.9 555£33.2 749+69.6
Day 26 760£81.1 6784353 8314703
Day 37 951£72.3 888x28.2 1103£70.6
BW gain l:': Days 1.37 583 331 627
Main Study Females
Body Weight: Day1 357£27.4 431£24.5 4304385
Day 8 370%32.0 455+£21.8 442x89.1
Day 19 644 630+50.1 711x77.1
Day 26 749 748x43.1 830+£87.0
Day 37 938 956+68.6 1082+100.4
BW gain : Days 1-37 581 525 652
Replacement Females
Body Weight: Day 1 518+11.3 Nra 374
Day 8 635+3.5 Nfa 628
Day 19 789+7.8 Nfa 87%
BW gain : Days 119 271 N/a 305

*  Data taken from pp. 32-33 and 104-105, MR1D 486%5019. Values are Mean = Standargd Deviation (where available), with n=3 for

all main study groups initially, n=1, 3, 2 for main study females after day 8, and n=2, 0, and 1 for replacement females (ascending
group order).
Calculated by revicwer using group mean bedy weight values; not analyzed statistically.
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D. BLOOD ANALYSES:

1.

Hematology and coagulation: The study author stated that all values were within the
physielogical range and/or the historical background range for this strain and species housed at
this laboratory, but historical control values were not provided. Statistically significant
differences were found between groups for some of the parameters at some of the time points, but
none were considered treatment-related due to the absence of a dose response, the occurrence of
the difference prior to initiation of treatment, and/or small magnitude.

Clinical Chemistry: Results of clinical chemistry evaluations on the day of death or sacrifice of
the 3X main-study female killed on day 10, the vehicle control main-study female that died on day
12, and the vehicle control main-study female killed on day 14 all showed increased urea nitrogen,
creatinine, potassium, and inorganic phosphorus, i.e. finding consistent with acute renal failure.

Statistically significant differences were found between groups for some of the parameters at some
of the routine, scheduled measurement intervals, but none were considered treatment-related due
to the absence of a dose response, the occurrence of the difference prior to initiation of treatment,
and/or small magnitude. The study author noted a pattern of change in which the mean urea
nitrogen levels (BUN) of the vehicle control and 3X main-study animals of both sexes increased
over time. Given that there was no co-occurring change in creatinine concentration and that none
of the individual BUN values exceeded 35 mg/dL, these changes are not considered
toxicologically significant.

ELECTROCARDIOGRAPHY: None of the evaluated parameters were affected by treatment.

OPHTHALMOLOGY: Onday 37, one 1X main-study female had small reddish spots on the
tapetum lucidum of both eyes, with some of the spots being along blood vessels. This finding was
not seen during the previous examinations and is of unknown significance but is not considered
treatment-related because it occurred at only a single incidence and without a dose response.
Slight hypopigmentation of the tapetum lucidum was noted in several kittens duting the pre-
treatment examination.

SACRIFICE AND PATHOLOGY:

Gross patholegy: Gross findings in the animals that died or were sacrificed moribund included
irregular surface and pallor of the kidneys in all three and blackish stomach contents or blackish
deposits in the stomachs of the two vehicle control animals. The only other abnormal finding was
a serous ovarian cyst in one of the replacement vehicle control females, which was not considered

treatment-related.

Microscopic pathology: Histopathological correlates to the gross kidney findings in the two
vehicle control and one 3X main study females that died or were sacrificed moribund included
moderate to severe tubular epithelial degeneration and/or necrosis, tubular dilatation together with
flattened epithelium, and vacuolated tubular cells in both kidneys in all three animals,
proteinaceous casts in one vehicle control and the 3X animal, and interstitial hemorrhage and
mononuclear cell aggregation in the 3X animal. There were no histopathological correlates to the
gross stomach findings.
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The skin histopathology observations are given in Table 3. Compared to untreated skin, treated
skin of the animals of all groups had increased incidences of hyperkeratosis, inflammatory cell
infiltration of the upper dermis (including granulocytes in some cases), and mast cell infiltration of
the dermis, and acanthosis was only noted in treated skin. Given the similar incidences and
severity across all groups, this difference may reflect a local, irritative effect of the vehicle;
however, it is also possible that the difference is related to the samples being taken from different
regions of the body.

TABLE 3: Skin histopathology (incidence) *
Dosage
Observation Vehicle control 1X 3X
Males Females Males Females Males Females
Untreated skin

Number examined ° 3 3 3 3 3 4
Hyperkeratosis 1 - 2 - - 1
Inflammatory cell infiltration, upper - 1 -- w 1 1

derntis
Mast cell infilltration, dermis -- . -- - - 1
Erosion 1 e -- - - e

Treated skin

Number examined 3 3 3 3 3 4
Hyperkeratosis 2 2 1 2 2 2
Acanthosis - 1 -~ - 1 1
Inflammatory cell infiltration, upper i H 2 i 3 1

dermis
Mast cell infiltration, dermis 3 3 3 3 3 3
Erosion -- - - 1 -- w—

Data taken from p. 73, MRID 48695019,

includes animals that died/were euthanized on days 12-14, animals that underwent two 3~day treatment intervals and were
euthanized on day 37, and animals that underwent & single 3-day treatment inferval and were euthanized on day 20.

IiI. DISCUSSION and CONCLUSIONS

A. INVESTIGATORS> CONCLUSIONS: The study author concluded that daily administration of
the test material to ~30-day-old and ~45-day kittens by cutaneous (spot-on) application at dose
levels of 0.6 or 1.8 mL/animal was well tolerated. The study author stated that the only effects
were minor microscopic changes in the skin of treated and control animals that were possibly due
to a minimal irritative effect of the excipient. The study author set a NOAEL of 1.8 mL/animal for
636.29 by cutaneous application under the conditions of this study.

The study author attributed the deaths and moribund sacrifices in the vehicle control and 3X
females and the findings in these animals to “unspecific decline of physical condition, possibly
due to poor quality of feeding or to rejection by the mother, leading to dehydration and electrolyte
imbalance.” In particular, the study author attributed the histopathological findings in these
animals to their “poor physicai condition.”
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B. REVIEWER’'S COMMENTS:

The study deviated from QCSPP 870.7200 and the draft version of the guideline that was in effect
at the time the study was conducted in using only three animals/sex/dose and using a maximum
dose of only 3X the label recommendation rather than SX. For these reasons, the study cannot be
used to satisfy a guideline requirement for a companion animal safety study in kittens. However
the results of this study can be used to provide additional, supplemental information.

The animals that died or were sacrificed moribund warrant further discussion. These
deaths/sacrifices occurred within a 5-day time frame, with the animals exhibiting similar clinical
signs, and all three animals had clinical chemistry alterations and gross and microscopic findings
consistent with acute renal failure due to acute tubular necrosis. At 4-6 weeks of age, kittens are
able to begin eafing solid food, and it is unfortunate that the testing laboratory did not provide
moist food (even moistened pellets) to facilitate the weaning process; however, the reviewer
believes that the facility personnel would have noticed rejection by the mother or “poor feeding”
early enough to intervene in advance of moribundity. The reviewer agrees that acute fubular
necrosis with subsequent renal failure can result from renal ischemia due to hypovolemia,
dehydration, hypotension, or shock. However, given the brief duration and rapid course of the
clinical signs, and in the absence of urinalysis, treatment-related nephrotoxicity must also be
considered a possibility, along with infectious disease. Given the absence of deaths among 1X
animals and the deaths in control kittens dosed with 3X vehicle, the nephrotoxicity suggests an
association with an ingredient in the vehicle.

The reviewer agrees that the applicafion of the test material at 1X and 3X the recommended dose
and application of the vehicle control at 3X times the recommended dose may have resulted in
minor microscopic changes in the skin that were consistent with irritation.

Due to the occurrence of potentially treatment-related mortalities and coinciding clinical
chemistry alterations and gross and microscopic changes consistent with acute renal failure
due to acute tubular necrosis, it is eoncluded that a 3X margin of safety was not
demonstrated under the conditions used in this study.

C. STUDY DEFICIENCIES: The following deficiencies and/or significant deviations from the
870.7200 Guidelines were identified:

e Group size was only three animals/sex/dose.
o The maximum dose was 3X the label recommendation rather than 5X.
o Sacrifice and necropsy were conducted unnecessarily at the end of the study.
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DP BARCODE: 398338

PC CODES: 129032 (Pyriproxyfen: 11.5%); 129121 (Fipronil: 9.5%)

CURRENT DATE: May 18,2012

TEST MATERIAL: [for the study in MRID 48695019: 636.29 (10.31% pyriproxyfen; Batch

#MS-7134)]

PN

Study/Species/Lab Tox. Core
Study # / Date MRID Results Cat. | Grade

Companion animal safety/one- 48695019 | 636.29 was topically applied to groups of n/a U
month-old kittens/Laboratoires 3M & 3F ~1 month-old kittens at 1X (0.6
Virbac/Study No. 15658 TSF/Feb. mL) or 3X (1.8 mL) for two periods of 3

13, 1998 consecutive days (1,2,3 and then days 19,
20, 21). “Excipient 636.29” was applied in
an identical manner to 2 control group of
3M & 3F at a dosing velume of 1.8 mL.
Replacement animals (2 vehicle control
females and one 3X female) were added to
the study due to mortalities; these animals
were freated for one perioed of 3 consecutive
days (days 1, 2 & 3) and observed for 16
days. One 3X female was sacrificed on day
10 due to tremors, moderate activity
decrease, marked weight loss, moderate
dehydration and hypothermia. One vehicle
control female was found dead on day 12,
and an additional vehicle control female
was sacrificed on day 14. Signs in these
kittens included dehydration, weight
less/femaciation, and one had difficulty in
breathing. Clinical chemistry alterations &
gross and microscopic findings were
consistent with acute renal failure due to
acute tubular necrosis. This nephrotoxicity
suggests an association with an ingredient
in the vehicle. Itis concluded that a 3X
margin of safety was not demonstrated in
this study. Study is classified as
unaccepiable/non-guideline.

Companion animal 48695018 | Cites previously reviewed domestic animal n/a 8
safety/compilation of previously {cat & kitten) studies in MRIDs 43272401,
submitted studies 43444904, 43863801, 43121112 and
44942009, as well as 44850103 and
48695019,

Core Grade Key: A = Acceptable, 8§ = Supplementary, U = Unacceptable, W = Waived
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*Product ingrediént source information may be entitled to confidential treatment*

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF CHEMICAL SAFETY AND POLLUTION PREVENTION
COFFICE OF PESTICIDE PROGRAMS
REGISTRATION DIVISION (75058)

BARCODE No.: 398333; FILE SYMBOL No.: 2382-RII;
PRODUCT NAME: Effipro Plus Topical Solution for Cats; DECISION No.: 458840;

PC Code(s): 129121& 120932; Action Code: R310; FOOD Use: No

DATE: May 9, 2012

SUBJECT: Product Name: Effipro Plus Topical Solution for Cats

FROM: Akiva Abramovitch, Ph.D. 4/
Technical Review Branch / RD (7505P)

THROUGH: Shyam Mathur, Ph.D. %@;«4\
Product Chemistry Team Leader

Technical Review Branch/RD (7505P)

TalUARp.

TO: Bonaventure Akinlosotu/Richard Gebken, PM 1
Insecticide Branch/ RD (7505C)

Company Name: Virbac
Formulation Type: Spot-On Solution

INTRODUCTION:

The applicant has submitted an application for registration of a new end use product. In support of
the registration application, the registrant has submitted product chemistry data corresponding to
guideline 830 series, group A & group B (MRIDs 486950-01 through -09). The CSF of the basic
formulation (dated 10/15/2011) was submitted along with the product label. TRB has been asked to
determine the acceptability of the product chemistry data and the proposed basic CSF dated October
15, 2011.

SUMMARY OF FINDINGS:
1. Name of Active Ingredient: Fipronil (8.5%) and Pyriproxyfen (11.5%).
2. Has the registrant claimed substantial similarity to a registered product?
[X] Yes; [ ] No; if yes give the registration number of the cited product. EPA Reg. No. 2382-186
3. All the source materials for the active ingredients are derived from the registered sources:

(X] Yes; [1No. [ - iccd to the

CSF.
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BARCODE No,: 398333, FILE SYMBOL No.: 2382-RII;
PRODUCT NAME.: Effipro Plus Topical Selution for Cats; DECISION No.: 458340;
PC Code(s): 129121& 120932; Action Code: R310; FOOD Use: No

4. All inert ingredients have been screened by HIAB and found to be approved for the proposed
labeled uses: [X] Yes; [ ] No.

5. Confidential Statement of Formula(s):
[X] Basic Dated: October 15, 2011;
6. Product label

a. Ingredient statement: Nominal concentration of Al listed on CSF(s) concur with product label
(PR Notice 91-2).

[X] Yes, if not, explain below:

[s the sub statement in compliance with PR Notice 97-6 (inert ingredient vs other ingredient)?
[X] Yes; [ ] No; if not, explain below:

Metallic equivalent: [ ] Yes [X]NA;
Soluble arsenic: [ ]Yes [X]INA
[someric ratios: [ ]Yes [X]NA
Acid equivalent: [ ]Yes [X]NA; {name} acid equivalent = xx %

b. Health related sub statements: Product contains?
Petroleum distillate at > 10%: [ ] Yes [X]No [ ]NA
Methanol at > 4%: [ ]Yes [X]No [ ]NA
Sodium nitrate/Sodium nitrite [ ] Yes [X]No [ ]NA

c. Physical chemical hazard statement: Product label requires a statement per 40 CFR §156.78
for: flammability, explosive potential or electric insulator breakdown?
[ ]Yes [X]No

Is the sub statement in compliance with PR Notice 98-6 (Total Release Fogger)?
[ ]Yes,[ ]No, [X]NA, if not, explain below:

d. Label requires an additional Storage and Disposal statement:
[ ]Yes [X]No
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BARCODE No.: 398333; FILE SYMBOL No.: 2382-R1I;
PRODUCT NAME: Effipro Plus Topical Solution for Cats; DECISION No.: 458840;
PC Code(s): 129121& 120932; Action Code: R310; FOOD Use: No

7. Group A: Product Chemistry Data

TRB’s determination of the acceptability for the proposed product is listed in the tables below.

Data submitted | Trp’s
Guideline . Assessment
No. Study Title Yes No of Data MRID Nos.
Product Identity &
830.1550 | Composition X A 486950-01
Description of materials used
1 830.1600 | to produce the product X A 486950-01
Description of formulation
830.1650 | process X A 486950-01
Discussion on the formation
830.1670 | of impurities X A 486950-01
830.1700 | Preliminary analysis X A 486950-02 and 03
Standard
certified X A
Certified Limits
limits
(158.350) | Proposed Limits NA
Justification for
830.1750 wider limits NA 486950-01
Enforcement analytical A (HPLC 486950-02 and -
830.1800 | method X method) 03

A = Acceptance, N = Not Acceptable, G = Data Gap, W = Waiver Request, I = In Progress,
NA =Not Applicable; U = Upgradeable



BARCODE No.; 398333: FILE SYMBOL No.: 2382-RII;
PRODUCT NAME: Effipro Plus Topical Solution for Cats; DECISION No.: 458840;

PC Code(s): 129121& 120932; Action Code: R310; FOOD Use: No
8. Group B:
Guideline | Study Title Value or Qualitative TRB’s MRID Nos.
No. Description Assessment
of Data
Colorless liquid with sweet
830.6303 | Physical State | odor A 486950-04
830.6315 | Flammability | 94.3°C flashpoint A 486950-06
NA, not considered to be
830.6316 | Explodability | potentially explosive A 486950-02
830.7000 | pH 6.0 1% solution at 23 C A 486950-07
830.7300 | Density (units) | 1.0463 g/em’ A 486950-09

A = Acceptance, N = Not Acceptable, G = Data Gap, W = Waiver request,
NA = Not applicable, I = In progress, U = Upgradeable

CONCLUSIONS:

TRB has reviewed the CSF(s) and product chemistry data for the proposed end use product and
has concluded:

1. The proposed CSF for the basic formulation dated October 15, 2011 is acceptable

2. The data submitted corresponding to guidelines 830.1550 (product identity and composition),
830.1600 (description of materials used to produce the product) , 830.1650 (description of
formulation process}, 830.1670 (discussion on the formation of impurity), 830.1750 (certified
limits), and 830.1800 (enforcement analytical method) are acceptable.

3. The product chemistry data submitted corresponding to guidelines 830.6302 (color), 830.6303
(physical state}, 830.6304 (odor), 830.6314 (oxidation/reduction), 830.6315 (flammability),
830.6316 (explodability), 830.7000 (pH), 830.7100 (viscosity), and 830.7300 (density) are
acceptable.

4. The storage stability (guideline 830.6317) and corrosion characteristics (guideline 830.6320)
studies were not submitted. These physical/chemical properties are required and it is
recommended that observations should be made at 0, 3, 6, 9, and 12 month intervals.

5. The proposed label was screened as it pertains to the product chemistry requirements.
Review of the proposed label and uses are the purview of the RM team.

4
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Page 47*Confidential Statement of Formula may be entitled to confidential treatment*



- Decision Status

Creats Resubmssion

- FFS Lefters

Action Code History

+ Secondary Decision
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PRIA 2 — 21 Day Content Screen Review Worksheet

(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: (A /6 ~/s L
Experts In-Processing Signature: P Date /2 ~ o0~/ { Fee Paid: Yes ¥
Division management contacted on issues No Yes Date

EPA Reg. Number: g 3 g‘,? - /Cj,fl: EPA Receipt Date: /.2 ~ /¢ ~/r

Items for Review Yes | No | N/A®

1 Application Form (EPA Form 8570-1)link to form) signed & complete

including package type o

Confidential Statement of Formula all boxes completed, form signed, and
5 dated (EPA Form 8570-4) (Link to form)

a) All inerts (link to http://www.epa.gov/opprd001/inerts/), yes no

including fragrances, approved for the proposed uses (see
Footnote A) NON ~ Foad X

3 Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to

form) completed and signed (N/A if 100% repack)

Certificate and data matrix consistent

If applicant is relying on data that are compensable, is the offer yes | no

to pay statement included. (see Footnote B)

If applicable, is there a letter of Authorization for exclusive use only.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to form)
4 |} completed and signed (N/A if source is unregistered or applicant owns the .

technical)

Data Matrix (EPA Form 8570-35) (Link to form) both internal and external

copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100%

repack)

yes | no

5 :

a) Selective Method (Fee category experts use) )C—

b) Cite-All (Fee category experts use)
¢) Applicant owns all data (Fee category experts use)

5 Copies of Label (Iink to http:/www.epa.gov/oppfeadl/labeling/lrm/) l
6 | (Electronic labels on CD are encouraged and guidance is available)( link to >/\ |

http//www e pa.gov/pesticides/regulating/registering/submissions/index.htm#labels E

)
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Is the data package consistent with PR Notice 86-5 (link to PRN 86-5)

X

Notice of Filing (link to

hitp://www.epa.gov/pesticides/regulating/tolerance petitions.htm) included
with petitions (link to
http://www.epa.gov/pesticides/regulating/tolerances.htm)

If applicable for conventional applications, reduced risk rationale (link to
http://www.epa.gov/opprd001/woerkplan/reducedrisk.html)

10

Required Data (link to
http://www.epa.gov/pesticides/regulating/data_requirements.htm) and/or

data waivers. See Footnote C.

a) List study (or studies) not included with application
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Footnotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances. are approved for the proposed uses. If an
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for
example, removing the inert, substituting it with an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3)
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and may require submission of data. All information, forms, data and

documentation resolving the inert issue must have been received by the Agency or the
application withdrawn within the 21 day period, otherwise, the Agency will reject the

application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a product is currently registered by consulting the inert Web

3
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site {link to http://www.epa.gov/opprd001/inerts/lists.html] and if the inert is not
approved, to obtain the necessary inert approval prior to submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site,
Simple typographical errors in the name or CAS number have resulted in processing

delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch (IIAB) at inertsbranch @epa.gov and resolve the issue. Copies of the
correspondence with IIAB resolving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by ILIAB. The IIAB should also be contacted
for any questions on what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch [Link to
http:/fwww.epa.gov/oppbppdl/biopesticides/contacts_bppd.htm].

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information {link to http://www.epa.gov/opprd00]/inerts/tips.pdf] must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance) must be identified. In some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients in a proprietary blend (including fragrances)
cannot or are not identified or provided within the 21-day content review period, the

Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CSFs

All applications except conventional new products and PIPs

Once an unapproved inert 1s identified on a CSF, the A gency will contact the
applicant with the following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommodate
the inert review/approval process;

4
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated}; or

If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified.

Conventional New Product Applications

When the Registration Division identifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. (This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

PIP Anplications

When the Biopesticide and Pollution Prevention Division identifies an
unapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following

options:

1. Correct the application by, for instance, correcting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been

approved; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If an inert ingredient tolerance exemption petition is
required, the petition must be received by the Agency and the B903 fee paid
within the 21 day period. If this option is selected and implemented, the
Agency will discuss harmonizing the timeframe for both actions.

5



3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of

the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical) new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed into either R30I or
A331. The Agency recommends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers
prior to submitting their application to the Agency. Documentation of such discussions
should be submitted with the study waiver.
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R 310

End Use (EP) or Manufacturing Use (MP) product or Technical Grade of the Active Ingredient (IGAI).

Must submit Group A and B produ

identical (repack): _YES or Q_/{circle one)

hemistry data for each proposed product uniessit's a 100%

Grayed out = data not required

EP Data MP Bata

Guideline | Group A: Product Chemistry Data Submitted | Submitted | TGAI
No. Study Title Yes iNo (Yes |No |Yes | No
830.1550 | Product Identity & Composition %

Description of materidls used to N
830.1600 | produce the product
830.1650 | Description of formulation process ><
830.1670 | Discussion on the formation of impurities | >
830.1700 | Preliminary anaiysis bl
830.1750 | Certified limits (158.345) Vs
830.1800 | Enforcement analytical method K ]

EP Bata MP Data

Guideline | Group B: Product Chemistry Data Study | Submitted | Submitted TGAl
No. Titte Yes |[No |[Yes (No |[Yes | No
830.6302 | Color bl
830.6303 | Physical State L
830.6304 | Odor Y

Stability to normal and elevated
830.6313 | temperatures metal and metal ions

Oxidation/Reduction -
830.6314 (Chemical incompatibility) '
830.6315 | Flammability
830.6316 | Explodability
830.6317 | Storage stability
830.6319 | Miscibility
830.6320 | Corrosion Characteristics
830.6321 | Dielectric Breakdown Voltage
830.7000 | pH
830.7050 | UV/ Visible Absorption
830.7100 | Viscosity
830.7200 | Melting Point
830.7220 | Boiling Point
830.7300 | Density
830,7370 | Dissociation Constant
830.7550 | Partition Coefficient
830,7840 | Water Solubility
830.7950 | Vapor Pressure
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Fee for Service] (9086255~

|

This package includes the following for Division
® New Registration ©AD
O
© Amendment BPPD
ORD
¥ Studies? U Fee Waiver?
. Risk Mgr. | 10
Uvolpay % Reduction:
Receipt No. S-| 908625
EPA File Symbol/Reg. No. 2382-Rll
Pin-Punch Date: 12/16/2011

] Thisitemis NOT subject to FFS action.

ActionCode: —
Requested: |g a5

Granted: |¢ 2,p
Amount Due: $ _“®07

Inert Cleared for Intended Use

Reviewer: é\*\" A

Parent/Child Decisions:

Uncleared Inert in Product

Remarks:

Date: \-&\i\%hg
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{Master Label}
Virbac’s Master Label

Date December 13, 2011 Verstion  US-7 EPA Reg. No, 2382-XXX
Fipronil + Pyriproxyfen Topical Solution for Cats

Virbac
EFFIPRO®PLUS ToPICAL SOLUTION FOR CATS

FOR USE ONLY ON CATS AND KITTENS 8 WEEKS OLD OR OLDER

ACTIVE INGREDIENTS:
Fipronil .o
Pyriproxyfen...............

KEEP OUT OF REACH OF CHILDREN
CAUTION

READ ENTIRE LABEEL BEFORE EACH USE

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
HAZARDS TO HUMANS

Harmiui it swaliowed. Causes moderate eye imitation, Avoid contact with skin, eyes, or clothing, Wash hands thorotughily wilh
soap and water afler handling and before eating, drinking, chewing aum, using tobacco, or using the toilet.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on kiltens under 8 waeks ot age. Individual sensitivities, while rare, may occur after using
ANY peslicide product, Possible temporary initation may occur at the site where EFFIPRO® PLUS Topical Solution for Cals
was applied. Contact a vetennarian immediately if signs become persistent or become more severe during the first few days
following appiication. If an unusual reaction is observed following initial appiication, 2 veterinarian should be consuited betore
repeating application. Certain medications can interact with pesticides. Consult a vetennarian before using on medicated,
debilitated or aged cals.

FIRST AID

IF SWALLOWED: »  Call 2 poison control center or doctor immediately for treatment advice.

«  Have person sip a glass of water if abie o swallow.

. Do not induce vomiting unless told to do so by a poison control cenler or doctor.
. Do not give anything by mouth ko an unconscious person.

IF IN EYES: =  Hold eye open and rinse siowly and gentiy wilh water for 15-20 minutes.
= Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye.
* _Caii a poison control center or doclor for freatment advice, :

tF ON SKIN OR e Take off contaminated ciothing.
CLOTHING: *  Rinse skin immediatety with plenty of water for 15-20 minutes.
+  Cali a poison conlrol center or doclor for treatment advice.

Have product contalner or tabet with you when calling a poison control center or doctor, or going for treatment. -
You may also contact the Hotline number 1-800-338-3659 for human and veterinary health concerns, emergency’

medical treatment information or pesticide incidents.

OIRECTIONS FOR USE
itis a violation of Federal taw to use Ihis product in any manner inconsistent with its labeling. Do not allow children o appiy
product. TO FREVENT HARM TG YOU AND Y DUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.
FOLLDW ALL DIRECTIDNS AND PRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY. DO NOT US< ON
RARBBITS. DO NOT USE ON OTHER ANIWALS.

EPA Reg. No. 2382-XXX Pending Master Label, page | of §
[2/16/201 L




For killing fleas, flea eggs, flea larvae, all stages of Brown dog ticks, Amertcan dog ticks, Lone Star ticks, and Deer ttcks
{that fwhich} may transmit fcamy} Lyme disease), mosquitoes, and chewing lice; apply to CATS or KITTENS [8 weeks old or
older) as follows:

APPLICATION DIREGTIONS

1. Remove one applicater from packaging.
Hold applicator upright and remove cap.
2. Invert cap and place other end back onto applicator 8p.

Push cap down o break seal.
Remove cap prior to freatment application.
3 Part cal's hair between shoulder btades untit skin is visible,
Place applicator tip directly against exposed skin.
Deposit entire contents by squeszing the applicator at & single site on cat's skin.
Ensure that EFFIPRO® PLUS Topicat Solulion for Cats is not appied superficially on cal's hair,

FREQUENCY OF APPLICATION

EFFIPRO® PLUS Topical Solution for Cats will il fleas, ficks and chewing lice when applied monthly.

Fieas: EFFIPRO® PLUS Topical Solution for Cats can control fleas for up to six weeks. Apply monthly if your cat has fleas that
may cause Flea Allergy Dermatitis {FAD), or if reinfestation is fikely. EFFIPRO® PLUS Topical Solution for Cats can control flea
eggs {and Iawaegfor up to three months {80 days}.

Ticks: EFFIPRO® PLUS Topicat Sotution for Cats can kil ticks for a month or longer. Appty monthly where tick control is

consistently needed.
Chewing Lice: EFFIPRO® PLUS can kill chawing lice for a month or longer. Apply monthly were chewing lice control is

consistently needed.
Mosqultoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kil mosquiloes within 24 hours {for up to

t4 days}, and within 48 hours [for up to 28 days).
Notes: Wait at tleast 30 days before re-application of EFFIPRO® PLUS Topicat Solution for Cats. Avoid contact with treated

area until dry.

STORAGE AND DISPOSAL
Do not contaminate waler, food, or feed by storage and disposal.

STORAGE: Store unused product in onginal container only, out of reach of children and animals.
PESTICIBE /CONTAINER DISPOSAL: if empty: Nonrefillable container. Do not reuse or refill this container. Offer for recycling,
if available. If partialty filted: Call your tocal solid waste agency for disposat instructions. Never place unused product down
any indoor or outdoor drain.

LIMITED WARRANTY AND DISCLAIMER
To the extent consistent with applicable law, buyer assumes all risks of use, slorage, or handling of this product not in
accordance with directions. Buyer and user assume all risks of use and handiing of this material when such use and handling
are contrary to label instructions. To the axtent consistent with applicable law, any damage arising from a breach of this

warranty shall be limited to direct damages and shall not include consequential commercial damages such as loss of profit o

vajues.

Net Contents: 1, 3, 6 or 36 single-dose applicator{s) per package. Each applicator contains 0.017 fl oz (0.5 mL} of soluticn, '
{Detachable} calendar {monthly application) reminder stickers with {(ifustration of cat or kitten).

EPA Reg. No. 2382-XXX
EPA Est. No. 2332-30X

VIRBAC AH, INC.

PO BOX 162059

FORT WORTH, TX 76181
1-800-338-3659

EPA Reg, No. 2382-XXX Pending Master Label, page 2 of 5
12/1612001
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e

Made in France

EFFIPRO%is & registered tradernark ot Virbac 5.A. in the United States.
Questions or comments?

Calt: 1-800-338-3659

{Text for Front Panel, Back Panel and Side Panel}

See package inseri(s) tor directions tor use and frequency ot application
Open resealable label tor directions tor use

Open resealable label ter directions tor use and sterage and dispesal
See back panel for additional precautionary statements

See package insert{s) tor trequency ot application

See enclosed inseri(s) tor directions tor use and sterage and disposal

See enclosed insert{s) for directions tor use

Use only on cats

For Use on Cats only

Only tor cats and kittens 8§ weeks ofd or older
{1, 3, 6 or 36) applicater{s) 0.017 fl oz (0.5 ml)

Phetegraph ot cat or kitten

Litt here to open (LIFT HERE TO OPEN)
{Text for Foil of Blister package}

Virbac

EFFIPRO® PLUS Topical Solution for Cats

Onty for use on cats { 0.017 fl oz (0.5 mt)
Conlains tipronil {8.5%) and pyriproxyfen {11.5%)
KEERP OUT OF REACH OF CHILCREN

CAUTION

See tull label tor additionat directions

EPA Reg. No. 2382-XXX

{Text for Applicator Tube}

Virbac
EFFIPRO®PLUS

Tepical Selution tor Cals

Only for use on cals

0.017 ft oz (0.5 mL})

Cenlains fipronil (2.5%) and pyriproxyfen {11.5%)
KEEF OUT OF REAGH
OF GCHILDREN
CAUTION
See tull label tor additional directions

EFA Reg. Ne. 2382-XX

MARKETING CLAIMS

Mutttpte infestations]

. For convenient, quick-acting, leng-lasting, effective contral ot tleas, flea eggs, ttea larvas, ticks, mesdquitoes and .
chewing lice {tor CATS and KITTENS 8§ weeks old or older). )

+  For convenient, quick-acting, long-lasting, effeclive conlrol ot fleas, ticks, mosquitoes and chewing lice (for CATS and
KITTENS 8 weeks old or elder).

+  EFFIPRO® PLUS Topical Selution for Cats contains the active ingredient fipronil, which controls intestations caused
by fleas, ticks, mosquitoes and chewing lice {on cats) (8 weeks otd or older).

+  EFFIPRO® PLUS Topical Solution tor Cats centains the active ingredient pyriproxyfen, which contrels reintestation
caused by flea eggs, flea larvae {on cafs) (8 weeks old or oldes).

+  For killilng fleas, all stages ot Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks, {(which/that may
carry (ransmit) Lyme disease), mosquifoes and chewing lice; apply to CATS or KITTENS (8 weeks old or clder) as
follows: {tellowed by applicalion directions).

+  Persistent flea and tick efficacy for up to ene month {4 weeks) {30 days)

=  Prevents flea and tick {re-Yinfestation for up to one month (4 weeks)

»  Effective monthly applicalion for {on) tleas and ticks

EPA Reg. No. 2382-XXX Pending Master Label, page 3 of 5
12/t6/2011 60
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Effective monthly application for cats {(and kittens) against fleas and ticks

Kills fleas and ticks for up to one monlh (4 weeks)

Kilfs fleas, ficks, mosquitoes and chewing lice

Kills fleas, ticks, mosquitoes and lice

Kills, fleas, flea eggs, flea larvae, ticks, mosquitoes and chewing lice

Kills, fleas, flea eqggs, flea larvae, licks, mosquitoes and lice

Apply monthly for control and prevention of fleas and ticks

Protects a@gainst fleas and licks for up to one month

EFFIPRO™ PLUS Topical Sotution for Cats will kill fleas, ticks and chewing lice when applied monthly,

Fleas: EFFIPRQ® PLUS Topical Solution for Cats can control fleas, flea e0gs and ftea larvae for up to (six weeks)
Apply monthly if your cat has fleas that may cause Flea Allergy Dermatitis, or if reinfestation is likely.

Ticks: EFFIPRO™ PLUS Topical Solution for Cats can kill ticks for 2 month or longer. Apply monthly where: tick control
is consistently needed,

Mosquitoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kill mosguitoes within 24 hours
{for up to 14 days), and within 48 hours (for up to 28 days).

Notes: Wait atleast 30 days before re-application of EFFIPRQO® PLUS Topical Solution for Cafs. Avoid contact with
trealed area untit dry.

Kills newly emerged adult fteas prior to egg-laying

Kilts fleas that may transmit bartonellosis

Kills flaas that may transmit bartonellosis, tularemia and tapeworm

Kills tleas that may transmit diseases, including barfonellosis, tularemia and tapeworm

Kills fleas that may transmit diseases, including bartoneflosis, tularemia and tapeworm infestations

Kills fleas that may transmit diseases, including bartonellosis and tularemia

Kils fleas, flea eggs and flea larvae

Prevents development of all flea stages (flea eggs, flea pupae and flea larvae) for up o (3 months) (90 days)
Kills flea egygs for up to (3 months) (90 days)

Stenlizes and kills fleas

Sterlizes fleas for up to (3 months) {90 days)

Frevents all flea stages (adult fleas, flea eggs, flea pupae and flaa larvae)

Pravents development of all flea stages (flea egys, flea pupae and flea larvae) for up to (3 months) (90 days)
With pyriproxyfen ({GR) {o break flea life cycle

Dual Action(!): fipronil and pyriproxyfen ({GR) effectively breaks the flea life cycle

Kill fleas that may cause Flea Allergy Bermatitis {FAD) or tlea-bite anemia

Effective monthly controt of adult fleas

Kills flaas

Easy to apply, confrol of (for) fleas that lasts for up to 1 month (4 weeks)

Protects (your cat and kitten 8 weeks of age or older) from fleas for up to one month (4 weeks)

Frotects from fleas for up to one month (4 weeks)

Kills adult fleas for up to one month (4 weeks)

Apply monthly {all year) for control and prevention of fleas

Regutar {monthiy) use breaks the flea life cycle

EFFIPRO® PLUS Topical Solution for Cats {rapidly) kil's fleas that may cause Flea Allergy Dermatitis (FAD)
EFFIPRO® PLUS Topical Solution for Cals kilts fleas on your cat

Kills adult fleas which may cause Flea Allergy Dermatitis (FAD)

Kills fleas which/that may cause flea-bite anemia

Fleas do not have to bite to die

Protects your cat from flea infestation that may cause flea-bite anemia

The successive feeding activity of fleas on cats may elicit & hypersensitivity skin disorder known as Flea Allergy
Dermatitis (FAD}

Protects cats and kittens over 8 weeks of age from fleas for up to one month (4 weeks)

Prevents flea (re-Jinfestalion for up to one month (4 weeks)

Prevents flea eggs from hatching or devetoping inlo larvae or adult stages (for up {o 90 days (3 months)}

Kilts all stages of Brown dog ticks, American dog ticks, L.one Star ticks, and Deer ticks (including those which |that]
may transmit fcarry] Lyme disease, Rocky Mounlain Spotled Fever, babesiosis, ehrlichiosis, anaptasmosis and
cylawxzoonosis)

Kills ticks, including those that may transmit Lyme disease

Kills ticks including Deer ticks {which may transmit Lyme disease), American dog licks {(which may transmit Rocly
Mountain Spotled Fever), Brown dog licks (which may transmit ehdichiosis), and Lone Star ticks (which may transmit
hepatozoonosis) for up to ong month (4 weeks)

Kills ticks including Deer ticks (which may transmit Lyme disease), American dog ticks (which may transmit Rocly
Mountain Spotted Fever) and Brown dog ticks (which may transmit ehrichiosis) for up to one month (4 weeks)

Kills Brown dog ticks (Rhipicephalus spp), American dog ticks (Dermacentor vanabifis), Deer ticks (fxodes spp), and
Lone Star ticks {(Ambfyomma amencanum) for up to one month (4 weeks})

Kills Ambfyomma americanum {L.one Star ticks) for up to 4 weeks (for up to one month)

Protects from ticks for up to one month

|Mosquitoes]

EPA Reg. No, 2382-XXX Pending Master Label, page 4 of §

121612011
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+«  Kills mosquitoes
«  Kills mosquitoes for up to 28 days

(Al others]

Chewing lice infestations are rapidly eliminated
May be used onty on kittens from 8 weeks of age

Beging working upon application

Once monthly application

Single application lasts up to 4 weeks (one month)

Easy and convenient application (applications)

Easy to apply spot-on (lopical) application

Convenient, easy {o apply

Convenient to use (easy {0 apply)

Convenient to use (easy to apply) lopical application
Convenient topicat application (for cais)

Easy, spot-an (topical) application

Quick drying, non-greasy

Available from licensed velerinarians

t (3, 6, 36) applicator(s) (tubefs]) of 0.017 1 oz (0.5 mL)

1 (3, 6, 36) applicator(s) (tubefs]) 0.017 fl 0z (0.5 mL)

1(3, 6, 36) month(ly) dose(s) (application[s])

1 applicator (fube) 1T month(ly) dose

3 applicators (fubes) 3 (monthly) doses

6 applicators (fubes) 6 (monthly) doses

36 applicators (fubes) 36 (maonthly) doses

1 applicator containing 0.017 ft oz (0.5 mL)

3 (6,36) applicators each containing 0.017 fl 0z (0.5 mL}
Remains effective after exposure to sunlight

Remains effective afler bathing

Remains effective even after bathing, waler immersion or exposure to rain or sunlight
Remains effective even after bathing

Remains effective after exposure to rain and sunlight

Still warks after bathing, or exposure to sunlight
EFFIPRO® PLUS Topical Solution for Cats is effective after bathing, shampooing, water immersion, or sunlight
exposure.

Stilt works after exposure to sunlight

= Waterproof (remains effective after bathing and swimming)

EPA Reg. No. 2382-XX X Pending Master Label, page 5 of 3
121612011
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48695000

December 16, 2011

Richard Gebken, PM 10

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Document Processing Desk (REGFEE)
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202

Subject: EFFIPRO™ PLUS Topical Solution for Cats (EPA File Symbol 2382-TBA);
New Product Application.

Dear Mr. Gebken,

Virbac Animal Health is hereby submitting an application to register the spot-on pesticide
product EFFIPRO™ PLUS Topical Solution for Cats.

This product contains fipronil and is similar to the registered product EFFIPRO Topical
Solution for Cats (EPA Reg. No 2382-186), except that it also contains the IGR pyriproxifen.

As indicated on Form 8570-34, Virbac is using the selective method to address applicable
data requirements for this application pursuant to 40 CFR 152.90. Pursuant to 40 CFR 152.93,
Offer to Pay letters are being sent to the submitters of data cited in Virbac’s application that were
originally submitted within the past 15 years.

Below is a list of the components included with this application:

Cover Letter;

Transmittal Document;

Application for Pesticide Form 8570-1;

Confidential Statement of Formula;

Formulator’s Exemption Form;

Data Matrix Form 8570-4 (EUP and TGAI) ;

Certification of Data Citation Form 8570-34;

Proposed Label - Use Directions 5 copies;

3 copies of bound PR 86-5 compliant study reports supporting registratian;,
Waiver Request for Acute Inhalation Study (attached to Cover Letter);
Letter of Self-certification of Child-Resistant Packaging; and

Copy of PRIA Check for category R-310 ($4807).

e A e

—_
o — S

3200 Meacham Blvd. e Fort Worth, TX 76137 Telephone:  (817) 831-5030 o (800) 338-3659 o
Fax (817) 831-8327 63



Child-Resistant Packaging

EFFIPRO™ PLUS Topical Solution for Cats employs the same single dose unit
applicators that are used in the packaging of the registered product EFFIPRO Topical Solution
for Cats. These single dose applicators in packages of 1,3,6, and 36 have been previously tested
and CRP certification accepted by EPA. All test data have been cited in the Data Matrix and a
Self-Certification letter has been included with this application according to EPA requirements.

PRIA Considerations

After reviewing the Agency’s PRIA category interpretations, we believe that the R-310
PRIA category and & 6 month review period is appropriate for this product. Consequently,
please find a copy of one previously submitted check in the arnount of $4807.00 to cover the

PRIA fee.

Should you have any questions about this application package, please do not hesitate to
contact me via telephone at 682-647-3576 or via e-mail at craig.parks@virbacus.com.

Sincerely,

AL

Craig Parks, MS, DVM
Vice President, Research & Development
Virbac Animal Health, Inc.

3200 Meacham Blvd. » Fort Worth, TX 76137 Telephone:  (817) 831-5030 o (800) 33R-2159
Fax (817) 831-8327
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Virbac Effipro PLUS CAT
12/16/2011

TRANSMITTAL DOCUMENT

NAME AND ADDRESS OF SUBMITTER:

Virbae, Inc. (EPA Company Number 2382)
P.O. Box 162039
Fort Worth, TX 76161

REGULATORY ACTION SUPPORTED BY THIS PACKAGE:

This submission is an application to register an end use pro namely EFFIPRO® PLUS Topical
Solution for Cats. Effipro® EFFIPRO® PLUS Topical Solution for Cats contains the active
ingredients Fipronil and Pyriproxyfen.

SUBMITTAL DATE:

December 16, 2011

Volume

Study Title

MRID No.

1

Administrative Materials
Efﬁpro® Plus Topical Solution for Cats

Group A Product Chemistry

OPPTS 830.1550, 830.1600, 830.1620, 830.1650, 830.1670,
830.1750

Product Specific Chemistry for EFFIPRO® PLUS Topical
Solution for Cats

48695001

OPPTS §30.1700
Preliminary Analysis - Quantification of the Active Ingredients
Fipronil and Pyriproxyfen in Five Batches by Validated Methods

48695002

OPPTS 830.1800
Enforcement Analytical Method — Quantification of the Active
Ingredients Fipronil and Pyriproxyfen

48695003

Group B Product Chemistry

OPPTS 830.6302, 830.6303, 830.6304
Determination of the Physico-Chemical Property
"Appearance (Color, Physical State and Odon)"

486985004

OPPTS 830.6314
Determination of Oxidation / Reduction (Chemical
Incompatibility)

48695005

OPPTS 830.6315
Determination of the Physico-Chemical Property "Flash
Point”

48695006




Volume Study Title MRID No.

8 OPPTS 830.7000

Determination of the Physico-Chemical Property - pH 48695007
9 OPPTS 830.7100

Determination of Physico-Chemical Property "Viscosity"” 48695008
10 OPPTS 8§30.7300

Determination of the Physico-Chemical Property 48695009

"Relative Density”

Acute Toxicity

11 OPPTS 870. 1100

Acute Oral Toxicity Study in Rats — Up-and-Down Procedure 48695010
12 OPPTS 870.1200

Acute Dermal Toxicity Study in Rats 48685011
13 OPPTS 870.2400

Acute Eye Irritation Stady in Rabbits 48695012
14 OPPTS 870.2500

Acute Dermal Irritation Study in Rabbits 48695013
15 OPPTS §70.2600

Dermal sensitization - Contact Hypersensitivity in Albino Guinea 48695014

Pigs, Buehler Test

Product Performance

16 OPPTS 810.3300

Summary of Efficacy Data 48695015
17 OPPTS 810.3300

Pathogen Transmission Related to Flea and Tick Infestations in 48695016

Cats and Dogs
18 OPPTS 810.3300

Study of Efficacy and Safety of 636.29 in Control of Flea 48695017

Infestation in the Cat

Product Safety

19 OPPTS 870.7200

Summary of Companion Animal Safety Data 48695018
20 OPPTS 870.7200

Tolerance study by Cutaneous Application (spot-on) in Young 48695019

Cats.




Form Appiroved OMB No. 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY |
& 401 M Street, S.W.
WASHINGTON, D.C. 20460 :
Paperwork Reduction Act Notice: The public reporting burden for this colleetion of information is estimated to average 0,25 hours per responsc for registration activities and 0.25 liours per response _
for reregistration and special review activities, inchuding time for readitig the instruction and completing the necessary forms. Scnd comments regarding the burden estimale or any other aspect of this )
collection of information, including suggestions for reducing the burden to Director: OPPE Information Management Division (2137 U.S, Environmental Protection Agcncy, 401 M Street, 3. W,
Washington, DC 20460. Do not send the form to this address.
DATA MATRIX o
Date: August 23,2011 EPA Reg No.J/File Symbol 87825-R Page t of 6
Applicant’s/Registrant’s Narne & Address Product: Fipronil Technieal '
Virbac SA
------ lere avenue 2065 M - LID
F-06316 Carros, France
Ingredient: Fipronil -
Guideline Reference Number | Guideline Study Name | MRID Number Subminier Status Note
Product Chemistry Test Guidelines
830.1550 Product Identity and Composition 48095240, 48449201 Vithac. OWN
830.1600 Description of Matedals Used 48095240 Vithac OWN
830.1620 Description of Production Process 48095239 Virtbac OWN
830.1650 Description of Formulation Process 48095239 Virbac OWN
830.1670 - Description of Formatton of Impurities 48095240, 48449201 Vitbac OWN
830.170¢ Preliminary Analysis 48095241 Vithac OWN
830.1750 Certified Limits 48095240, 43449201 Virbac OWN
830.1800 Analytical Method 48095242 Virbac OWN
830.1900 Submittal of samples Virbac N/A
230.6302 Color 48095240, 48095243 Virbac OWN
230.6303 Physical State 48095240, 48095243 Vitbac OWN
830.6304 Odor 48095243 Virbac OWN
830.6313 Accelerated Storage Stability-Metal Jons 48095243 Virbac OWN
'830.6314 Oxidation/reduction 48095239 Virbac ' OWN
830.6315 Flammability 48095239 Virbac OWN
830.6316 Explodability 48095239 Virbac NR
830.6317 | Yr. Storage Stability Virbac OWN | Seenote
page 2
Signature Name and Title Dale
C_}};_\‘me Jean-Pascal Mare August 23,
=T A _ Corporate Product Innovation Director 2011

EPA Form 3370-35 (9-97) Blectrouic and Paper Yersions Available Submiv only Paper version. Agency Inlernal Use Copy



Formt Approved OME Ne, 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
& 401 M Street, S.W.
WASHINGTON, D.C. 20460 Lk
.Paperwork Reduetion Act Notice: The pubtic feporting burden for this collection of informalion is cstimated to average 0.25 hours per Lespouse for registration activities and 0.25 liours per 1esponse
for reregisiration and special review activities, including time for reading the insiruciion and completing (he necessary forms. Send comments regaiding the buden estinlaje o1 awy other aspect of this ™~
collection of infonmation, ineluding suggestions for reducing the burden to Ditcctor; OPPE Inforniation Management Division (2137) U.S. Envilonmenial Piotection Agency, 401 M Street, W, -
Washington, DC 20460. Do nol seud the form to this addess.
DATA MATRIX o)
Date Angust 23, 201 ¢ EPA Reg NoJ/File Symbol 87825-R Page2¢iu |
Applicant’s/Registrant's Name & Address Product: Fipionit Techuical -
- Virbac SA
tcre avenue 2065 M - LiD
F-(6516 Caives, France - ~]
ingredient: Fipronit )
Guideline Refeience Number Guideiine Study Name MRD Number Submitie1 Status | Nole
830.6318 Viscosity Virbac N/A
830.6319 Miscibility Virbac N/A Solid
830.6320 Corrosion characteristics Virbac OWN | Sesnote
page 2
830.6321 Dielectric breakdown volitage Virbac N/A Waived
830.7000 pH 48095247 Virbac OWN
830.7200 Meiting Point 48095249 Virbac OWN
830.7300 Density buik density or specific gravity 48095250 Virhac OWN
830.7320 Particic Size Virbac N/A
830.7050 UV/Visible Spectrum 48095248 Virbac OWN
230.7370 Dissociation constant 48095251 Virbac OWN
830.7520:830.7550; 830,7560 Octanoifwater partition cocfficient 48095244 Virhac OWN
830.7570
830.7840;830,7860 Solubility 48095245 Virbac OWN
830.7950 Vapor pressure 48055246 Virbag OWN ]
Signature Name and Title Date
_ ll‘pm&u_ ; Jean-Pascal Marc Augusi 23,
AT Corporate Product Innovation Director 2011
EPA Form B570-35 {9-97) Eleironie apd Paper Versions Available. Submit onlby Baper version.

Note: 830.6317 and 830.6320: Per Agency policy, storage stability and corrosion characteristics data are not required to be submitted unless specifically requested by the Ageucy. Virbac
has initjated thesc studies and wiil submit the final reports if required when the studies are completed.

Agency Tnternal Use Copy
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Form Approved OME No. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

£

401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwork Reduetion Aet Notiee: The publie veporting burden for this coliection of information is estiated to average 0.25 hours per response for vegistration activitics and 0,25 hours per response
for reregistration and special review activities, ineludiug time for readiag the instiuction and completing the necessary forms. Send comments regardiag the burden estimate or any other aspect of this ™
collection of information, inctuding suggcstious for redueing the burden to Dircetor: OPPE Infonnation Managenient Division (2t37) TLS. Euvironmental Protection Agency, 401 M Street, 8. W., -

Washington, DC 20460. Do not send the form to this address.

DATA MATRIX Lo
Dale; Aupust 23, 2011 EPA Reg NoJ/File Symbol 87825-R Paged oG
Applicant’s/Registrant's Name & Address Product: Fipronil Technical :
Virbac A
Lere avenue 2065 M - LID
F-06516 Cairos, France .
Ingredient: Fiproail -
Guideline Refercnce Number | Guideline Study Name MRID Number | Submitter Status Note
40 CFR 158.340 Toxicology Data Requirements
870.1100 Acute oral toxicity 42918628; 43235401 BASF OLD
43279706
870.1200 Acute dermal toxicity 42918629 BASF OLD
870.1200 Acute dermal toxicity 43235402 BASF OLD
870.1300 Acute inhalation foxicity 42918631 BASF OLD
870.2400 Primary eve frritation 42918632 BASF OLD
§70.2500 Primary dermal irritation 42918630 BASF QLD
870.2600 Dermal sensttization 42918634 BASF CLD
870.6100 Acute delayed neurotoxieity 42918635 BASF OLD
870.6100 Acute delayed neurctoxictty 43559501 BASF OLD
870.3100 90-day oral toxicity — rodent 42918643 BASF oLD
870.3150 90-day oral toxicity - nonrodent 42918642 BASF OLD
-§70.3200 21-day dermal toxicity 42918644 BASF OLD
870.3250 90-day dermal toxicity DATA GAP BASF GAP *See below
§70.6100 80-day neurotoyicity — mammal 43291703 BASF OLD
818 Neurotoxicity to Rats by Acute Oral 44431801 BASF PAY
Administration
Signature Name and Title Date
Wyssne Jean-Pascal Marc August 23,
- (JL Corporate Product Junovation Director 201t

EPA Form 8570-35 {9-97) Elecirunic and Paper Yersions Available. Sulimil ouly Paper version,

Ageney Inlernal Use Copy
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Form Apgroved OMB No. 2074 6

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W. ﬁ
WASHINGTON, D.C. 20460 et -
Paperwork Rednction Act Nofice: The public reportiug burden for this collection of information is estimaled to average .25 hiours per response for registration activitics and 0.23 howrs per respinse
for reregistration and special review activities, including time for reading the instruction and completing the necessary forms. Send commnents regarding the burden estimate or any other aspect of this ~
collection of information, including suggestions for redueing the burden fo Director; OPPE Information Management Division (2137) U.8. Environmental Protection Agency, 401 M Street, SW.,, . -
Washington, DC 20460. Do not send ihe form to this address. -
DATA MATRIX - |
Date August 23, 2011 EPA Rog NoJFiic Symbol 87825-R Pagedni6 |
Applicant’s/Registrant’s Naine & Address Product: Fipronii Tecknical {
Virbac SA -
lere aveuue 2065 M - LID
B-06556 Carros, France
Ingredient: Fipronil
Guideline Reference Number ! Guidelinc Study Name MRID Number Submitter Status  { Note
40 CFR 158,340 Toxicology Data Requirements (Continued)
84-2 Structural chromosomal aberration 42918680 BASFK QLD
84.2 Structural chromosomal aberration 42918653 BASE OLD
84-2 Olher genotoxic effects 42918651;42918653 BASF OLD
43501713
85-1/870.7485 General melaholism 4329186355 BASF OLD
85-1/870.7485 General melabolism 43253701 BASF PAY
85-1/870.7485 Gencral metabolism 43737308 BASF OLD
85-1/87.7485 General metabolism 42918654 BASF OLD
85-1/870.7485 General metabolism 42977904 BASF QLD
85-1/870.7485 General metabolism 43253701 BASF oLD
835-2/870.7600 Dermal penetration 43737308 BASF PAY
85-7/870.7600 Immunotoxicity DATA GAP GAP *See below
40 CFR 158.490 Wiidlife and Aquatic Organisms Data Requirements OLD
71-1/850.2100 Avian oral LD 50 — mallard or bobwhite 42018617 BASF OLD
42918616
72-1/850.1075 Freshwater fish LC 50 — rainbow or 42918624;42918673; BASF OoLD
bluegili 42918674,42977902 OLD
43279703.43291718 OLD
Signature Name and Title Date
LTS Jean-Pascal Marc August 23,
W djp Corporate Product Innovation Direclor 2011

EPA Foum 8570-35 (9.7} Elzcironic and Paper Yersions Avajlable, Subanit anly Paper versian. Agtncy lnternal Use Copp

R S,
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Form Apivoved OMB No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
e 401 M Street, S.W. P &

WASHINGTON, D.C. 204660 -

Paperwork Reduetion Act Notice: The public reporting burden for this colfection of information is cstimated 10 average 0,25 hours per responsc for registration aetivities and 0,25 hours per respénse ~
for rerepistration and spevial review activities, including time for reading the instruetion and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this ~
coltection of information, including suggestions for reducing the burden 1o Director: OPPE Information Management Division (2137) 1.8, Envirowmental Protection Agency, 401 M Street, W, - Ki
Washington, DC 20460. Do ot send the form to Lhis address. L

DATA MATRIX o
Date: Aupust 23, 201t EPA Reg. No/File Syimbol 87825-R Page 507¢
Virbac SA Producet; Fipronil Technical :
tere avenue 2065 M - LID
F-06516 Carros, France -
Ingredicut: Fipronit . . N
Guideline Refercnce Number Guideline Study Naine MRID Number Subrmitter Stams | Note
83-1/870.4100 Chronic feeding — rodent 42918648 BASF OLD
83-1/870.4100 Chronic feeding — nonrodent 42918645 BASF OLD
83-1/870.4100 Chronic feeding — nonrodent 43402802 BASF PAY
83-2/870.4200 Oncogenicity — mouss 42918649 BASF QLD
83-2/870.4200 Ongogenieity — mouse 43501702 BASF PAY
83-2/870.4200 Oncogenicity —rat 42918648 BASF OLD
83-3/870.3700 Teratogenicity — rabbil 42918646 BASF OLD
83-3/870.3700 Teratogenicity - rat 42977903 3ASF OLD
83-3/870.3700 Teratogenicity — rat 44275001 BASF PAY
83-6/870.6300 Developmental neuroloxicity 44039002 BASF PAY
83-4/870.3800 Reproduction 42918647 BASF OLI»
84-2/870.5100 Gene mutation 42918652 BASF OLD
84-2/870.5100 {Gene mutation 42918679 BASKF CLD
84-2/870.5100 Gene mutation 43291716 BASF OLD
84-2/870.5100 Gene mutation 43291717 BASF OLD
84-2/870,5100 Gene mulation 43291721 BASF QLD
84-2/870.5100 Gene mutalion 43291722 BASF OLD
84-2/870.5100 Gene mutation 43401102 BASF OLD
Signature Name and Title Date
H‘Y:wm Jean-Pascal Marc August 23,
L Corporate Product Innovalion Director 2011

EPA Form 8570-35 (%-97) Electranic and Faper Yemions Avadlable. Subtmil only Paper version.

Agetey Interng! Use Copy
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&

Torm Appreval OMB No. 2070-0p60

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,

WASHINGTON, D.C. 20460

Paperworh Reduction Act Notice: The public reporting burden for (his collection of informalion is estimaled to average 0.25 hours per response for registration aclivities and 0.25 hours pepresgrtrse
for reregistration and special veview aclivities, including time for reading the instruction and completing the necessary forms, Send conunenls regarding the burden estimate or any olhe! aspedt of this
collection of information, including sugpestions for reducing the burden to Director: OPPE Information Managemenl Division (2137) U.S. Environmental Protection Agency, 401 M Strect, S“\.f

Washington, DC 20460. Do not send the form to this address,

DATA MATRIX

Date: Aupust 23, 2011 EPA Reg. No./File Symbol 87825-R Fage6.00 A
Applicant’s/Registrant’s Name & Address Produel: Fipronil Techuical ’
Virbae SA -
iere avenue 2005 M - LiD
F-06516 Carros, France
Ingredient: Fipronil o
Guideline Reference Number Guideline Study Nawe MRID Number Submitler Status ;Jul’c" -
72-2/850.1010 Acuie LLC 50 freshwater invertebrates 42918625 BASF QLD

(Daphnia magna) -

Acute LC 50 freshwater invertebrates 42918669 BASF oLD

(Daphnia magna)

Acute LC 50 freshwater invertebrales 42918671 BASF QLD

{Daphnia magna)

Acute [LC 50 freshwater inveriebrates 43291719 BASF QLD

(Daphnia magna)
§35.2110 Hydrolysis 42977905 BASF QLD
40 CFR 158.390 Reentry
Protection Data Requirements
133-3 Dermal exposute - Fipronil 44433302 Merial PAY
133-4 Inhalation exposure - Fiproni 44433302 Merial PAY
132-1 Dislodgeable residue dissipation - Fpronil 44531203 Merial PAY
N/A Dermal and inhalation exposure of 44433303 Merial PAY

commercial pet groomers (Spot) - Fipronil
N/A Analytical melhod for exposure studies - 44433308 Merial PAY

Fipronit
Signalure Nanie and Title August 23,

Jean-Pasecal Marc 2011

o

Corporate Produet Innovatton Direetor

EPA Form BS76-35 {9-97) Electrontc attd Paper Yersions Available. Submit only Paper verslon,

Ayency litlernal Use Copy

* Pursnant to 40 CIFR 152.96 (¢), Virbac hereby certilies that Virbac lias no basis to believe that this requirement is not a data gap and, further, that Virbae lias sent by certified mail to all companies

on the current EPA Data Submitters List for fipronil a letter requesting that the company identify, within 60 days of receipt, any valid study that would fullill this data requirement. Once this 60-day
period expires, Yirbac will update the Agency as to the information, if any, Virbac receives in response to this “data gap™ letter.
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Forue Approved OMI Mo 1773 W60

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
>

=i 401 M Street, S.W.
WASHINGTON, D.C. 20460

Pagerworl Reduction Act Notices The public reporting burden for his colleetion of information is esiuumed (o averape 0.25 ours per cspouse for registration aclivities and 0.25 honrs per response
for vercgisiralion and special review activities, inelnding 1inc for reading 1he insluction and compicling (he secessary forms, Send commients regardiug tite brirden estitnaie or sy otlier aspect of ais
coilection of infortnaion, including stggestions for reducing e burden o Direclor; OPPE Inlonuition Managemen Division (2137) 1.8, Enviromnental Proteciion Ageney, 401 M Sireel, S.W,,

Washinglon 1C 20460. Do nol seid 1he fornt 1o tlis address.

DATA MATRIX

Dated December £6, 2011 EPA Rep. No/File Symbol 2382-TBA Taetolv

Applicant’s/Regisiran1’s Name & Address Product:

Virbac AH, Inc

PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR

tl, Worlls, TX 76161 CATS

Ingredient: Fipronil, Pyriproxyfen

Guideline Refercoce Nmnber § Guideline Stidy Nante | MRID Nuuber Subininer Slalus Nole

Produet Clieniistry Test Guidclines

830.1550 Product Identity and Coniposition New Submission Virbac AH, Inc. OWN

830.1600 Deseripstion of Materials Used New Subinission Vitbac AH, Inc, OWN

830.1620 Description of Prodiction Process New Sulxnission Virtbac AH, Inc. OWN

8301650 Diescription of Formmlation Process New Submission Virbac AH, Inc. OWN

830.1670 Description of Formation of Iimpnrities New Sitbiission Vitbac AH, Inc., OWN

B3L1700 5-Bafch Analysis New Submission Virbac AH, Inc. OWN

830.1750 Certificd Limits New Subinission Vitbac AH, lac. OWN

830.1800 Anaiytical Method New Subinission Virbac AH, Inc. OWN

830.6302 Coior New Stilnnission Virbac AH, Inc, OWN

830.6303 Pitysical Siale New Submission Vithac AH, Inc. OWN

830.6313 Mectal Stability Vitbac AH, Tic, NR

830.6304 Odor New Sulnuission Virbac AH, Ine. OWN

830.6314 Oxidation/rednction New Subinission Vitbac Al Inc, OWN

8306315 Flammability New Snbmission Virbac AH, e, OWN

830.6316 Explodability Virbac AH, Iug, NR

830.6317 Stovage stability To Be Conducted Virbac AH, Inc. OWN

Signantire Name and Tile Daie
Craig Parks, MS, DVM Decettber
Vice President, Rescarch & Development 16, 201t

A

EPA Fonn 8570-35 (9-97) Electronie and Paper Versions Available. Sabimit only Paper version.

Agency Iaternnl Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

% 401 M Street, S.W.
WASHINGTON, D.C. 20460

Fsem Appeeved ORI Ne. 20005066

Papcrivork Reduction Act Notice: The publkic reporting burden for this colleetion of information is estimated to average 0.25 honrs per response lor registralion activities and 0.25 honrs o1 resporse
for reregisiration and special review activilics, including (ing for reading the ingtinetion und conmpleting (e necessary fonns. Send vomments regarding the burden estimate or iny other aspest of (his
cotlection ol information, including suggestions lor reducing the burden 1o Director: OPPE Information Managemem Division (2137) U.8. Ervirenmental Prolection Agency, 401 M Street, S.W

Washingon, DC 20460. Do ol send tie form Lo his address,

DATA MATRIX
Date; December 16, 2011 EPA Reg No.tFile Symboi 2382-TBA Pagelele
Applicant’s/Registrant’s Nane & Address Product:
Virbac AH, ne
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
FL. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxyfen
Guideline Reference Nuinber Guideling Sunky Name MRID Number Subininer Stas | Note
Group B: Scries 830 — Physical aml Chemical Propertics
830.7100 Viscosity New Submission Virbac AH, Ine, OWN
£30.6319 Miscibility Virbac A, Ine. NR
830.6320 Comnosion charactecislics To Be Condneled - Virbae AH, Ine. OWN
830.6321 Diclectric breakdown vollage Virbac AH, Inc. NR
830.7000 pH _ New Submission Virbae A, Inc. OWN
830.7300 Density, bulk density, or specific gravily New Subniission Virbac A, Ine. OWN
830.7320 Particle size distribution Virbac A, luc. NR
40 CTFR 158.340 Toxicology Data Requirements
870.1100 Acute oral loxicily New Submission Virbae A, Inc. OWN
£70.1200 Acttelermal loxicity New Subimission Virbac AH, Inc. OWN
870.1300 Acute inhalaticn loxicily Waiver Virtbac AH, loc. OWN
870.2400 Primary eye irvilation New Submission Virtbac AH, Inc. OWN
870.2500 Primary dermal ivritation New Submission Virbag AH, luc. OWN
870.2600 Dermal sensitization - New Submission Virhac AH, Inc. OWN
Signmure Name and Tile Dale
Craig Packs, M3, DVM December
/céy‘ é / Vice President, Researclt & Developiment 16, 2011

ERA Foim 3370-35 {900 Eleclrniic and Paper Versions Available. Submis ouly Paper version.

Apgmiey Inlernal Use Copy
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Yorm Approved OAE N, 207)-0860

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
0

e 401 M Street, S.W.
WASHINGTON, D.C. 20460

Faperwork Reduetion Act Notiee: The public reporting burden for this eollection of intormiatioa is estiniated to average 0.25 hours per response for registration activities and 0.25 hottrs per rsnnpge
for reregistration and special revicw activities, including time for reading the mstruction and completing the necessury forms. Send comments regarding (he burden estiniate or any olher aspect of this
colleciion of inforntation, incinding suggestions for reducing tke titrden to Director; OPPE Infornation Managenent Diviston (2137) U.S. Environmental Proteclion Ageney, 401 M Sireel, 8.,
Washington, DC 20460. Do not scnd the (orn (o this address.

DATA MATRIX
Date: Decomber 16, 2011 EPA Reg No/File Symbol 2382-TBA fape3 o6
Applicant’s/Registrant’s Name & Address Product:
Virbac Al, Ine
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxyfen
Grrideline Referenee Number Guideline Stidy Name MRID Nnmber Subuiiter Sians Nole
870.7200 Cut safoety 43272401 Mertal QLD
870.7200 Cat safety 43444904 Merial QLD
870.7200 Cat safcty 43577711 ivicrial OLD
870.7200 Cat safely 43863801 Merial QLD
870,7200 Cat safety 43i211i2 Metial QLD
870.7200 Cat safety 44942009 Merial PAY
1 870.7200 Cat safety 44850103 Virbac OWN
870.7200 Cut safoty New submissiont Vithac OWN
810.3300 Cat efftcacy 43121014 Merial OLD
8i0.3300 Cal efficacy 43127115 Merial QLD
810.3300 Cat cificacy 43121116 Merial OLD
8103300 Cat efficacy 43120118 Merial OLD
§10.3300 Cat cfficacy’ 43121119 Merial QLD
810.3300 Cat cfficacy 43121120 Merial OLD
8103300 Cat cfficacy ' 43121120 Metial OLD
810.3300 Cat efficacy 43121122 Merial OLD
810.3300 Cat efficacy | 4344400] Metial QLD
Signature Name and Title Date
Craig Parks, MS, DVM December
//eaﬁ; é / Vice Presidentt, Rescarch & Development 16,201}
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Form Approved ONP Xo. 200000608

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden lor this collection of infornmation is estimated to average 0.25 hours per response for registration activilics and 0.25 hours jrer resoonsn
for reregistmtion and special reviev aclivities, including time tor reading the instruction and contpleling the necessary forms. Send commcnts regarding the burden estimale or any other aspost of this
colicction of information, inchiding suggestions for reducing the burden (¢ Director: QPPE information Munagernent Division (2137} ULS, Envirommental Protection Agency, 401 M Sireet, 83V,
Washington, DC 20460, Do not sceird the form to this address.

DATA MATRIX
Date: December 16, 2011 EPA Reg No/File Symbol 2382-TBA Taged¢ts |
Applicant’s/Registram’™s Nnme & Address Preducl:
Virbae AH, Ine
'O Box 162059 ERFIPRO® PLUS TOPICAL SOLUTION FOR
Fi. Worth, TX 76161 CATS
Ingredient; Fipronil, Pyriproxyfen
Chitdeline Referonce Number Guideline Smdy Name MEID Mwmber Submitier Status | Nole
810.3300 Cat efficacy 43577701 Merial OLD
810.3300 Cat efficacy 43577712 Mecrial OLD
810.3300 Cat efficacy 43577713 Merial . OLD
210.3300 Cal efficacy 43951701 Meriul OLD
810.3300 Cat efficacy 44088901 Morial PAY
§10.3300 Cat efficacy 1 44942011 ' Merial PAY
810.3300 Cat efficacy’ 44942106 Merial PAY
810.3300 Cal efficacy 45618501 Merial PAY
810¢.3300 Cat cfficacy 45620502 Merial PAY
§10.3300 Cat efficacy 45620503 Merial PAY
§10.3300 Cat cfficacy 46006002 Wellntark PUBL
Signature WNairic and Title Dale
Craig Parks, MS, DVM December
/‘4‘7‘ é 2 Vice President, Research & Development 16,2011
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Torar Appravet QMY No. 20710060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W.
: WASHINGTON, D.C. 20460

Papcrwork Reduction Act Notice! The public reporting burden for this collestion of infonmaltion is estinmnled 1o average 0.25 hotrs per response for registration aclivities and 0.25 hours pet respoise
for reregistration and special review aclivilies, inchiding time for reading the instraction and compleling (he necessary lorms. Send comunents regarding the bunden eslitnale or awy other aspx 21 of this
collection of inlormation, neluding suggestions for reducing the burden (o Direglor: OPPE Information Management Diviston (2 137) U.S. Enviromuenigl Proteetion Agency, 401 M Street, S.W,
Washington, DC 20460. Do nol send (ke fonn to this address.

DATA MATRIX
Dale; December 16, 2011 1PA Reg. NoFile Synibol 2382-TBA n;‘@_sf 5‘5___
Applicant’s/Registrant’s Name & Address Product:
Virbie AH, Ine
PO Box 162059 - EFFIPRO® PLUS TOP(CAL SOLUTION FOR
1. Worlh, TX 76161 CATS
Wgredient: Fipronil, Pyriproxyfcn
Guideline Relerence Nunher Guideline Snidy Name MRID Numnber Submilter Slals | Nole
Efficacy and Safety Data
310,3300 Cat cfftcacy 45628104 Merial PAY
$10.3300 Cat efficacy . 45628105 Merial PAY
$10,3300 Cat efficacy 44850104 Virbac OWN
310.3300 Cut efficacy New sttbmission Vitbac OWN
810.3300 Cat efficacy New submissiol . Virbac OWN
§10.3300 Cat efficacy 43577712 Mertal oLD
810.3300 Cat efficacy 43121114 Merial QLD
810.3300 Cal efficacy 43121115 Merial QLD
810.3300 Cal efficucy 43124117 Merial oLD
810.3300 Cat cfficacy 43121322 Merial QLD
810.3300 Cat cfficacy 45620501 Merial PAY
810.3300 Cat cfficacy 45628101 Merial PAY
810.3300 Cat efficacy 45628102 Meriul PAY
810.3300 ' Cat efficacy 45628103 Merial PAY
510.3300 Cat efficacy 45628201 Merial PAY
810.3300 Cat cfficacy 45866902 Merial PAY
£10.3300 Cat cfficacy 46019201 Merial PAY
810.3300 Cat cfficaey 46319202 Merial PAY
Signature Naine and Title Dale
/ Craig Parks, MS, DVM December
. é f Viee President, Rescarch & Development 16, 2011
GlrA ;‘:::Z{:SS 1987} Eleclionic and Faper Vessions Available. Submil only aper versios, Agerer Inlernnl Use Copy
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&

Farwn Apjuovet OA1F No, 20750060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C, 20460

Prpervork Reditelion Avt Nalice: Tl public reporting biurden for (his collection of informmation is cstimaled to average 025 hours per response lor registration activitics and 0.25 Lowrs per respouse
for reregistration and special review aclivities, incliding time for reading the instruchion and completing (he necessary forms.  Send comments regarding the burden esthnale or any olher aspist of (his
collection of information, including suggestions for redutcing the burden 1o Director: OPPE Inlormaion Management Division (2137) ULS. Environmental Proteclion Agency, 401 M Street, 8.V,

Washinglon, DC 20460. Do ol send the form to this address,

DATA MATRIX

Dared December 16, 2011 1iPA Reg. No/File Symhol 2382-TBA Cape ete |
Applicont's/Registrant’s Naime & Address Product:
Virbac ALl ic
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
Ft. Worlly, TX 76161 CATS
| lugredicnt; Fiprotil, Pyriproxyfen '
Guidcline Relerence Number | Guideline Study Name i MRID Ninmhear Submitler Slatus 3 Nole
Child Resistant Pachaging
A0 CFR 157 Evaluation af tlie | ml Applicator Tube with 0.5 48095215 Vitbac AH, Inc. OWN
1l water, 1 applicator tbe test Jor Clild-
. Resistont Bffectiveness
40 CFR 157 Evaluttion ol the 1 m{ Applicator Tube with 0.5 48095216 Virbas AH, Inc. OWN
mi water; 6 applicalors iube west for Child-
Resislanl Elfectivencss
40 CFR 157 Evttlialion of the 1 ml Applicalor Tube with 0.5 48055217 Virbac Al, Inc. OWN
mi water, 36 applicarors nibe test for Child-
Resistant Effeclivencss
40 CFR 157 Evaluation of the I il Applicator Tube witl: 0.5 48095218 Virbac AH, Inc. OWN
mi walcr, 1 applicator nibe test lor Sciior-Use
Eflceliveness
40 CFR 157 Evaluation ol e 1 ! Applicator Tube wilh 0.5 48005219 Virbac AH, lnc. CWN
ml waler, 6 aiplicaiors be test for Sentor-Usc
Effictivencss
40 CFR 157 Evaluation ol'the | ml Applicttor Tube with 0.5 48095220 Virbae AH, Inc. OWN
ml waler, 36 applicalors tnbe test lor Sentor-Use
Eilccliveness
40 CFR 157 Evaluation ol the Iml applicator tube itk 0.50 48410018 Virbac ALL Inc. OWN
il water, 3 applicator tube test for Child-
Resistant Elfectiveness
40 CFR 157 Evaluation of the Lml applicator lube with 0,50 48410019 Virbae AH, Inc, OWN
ml watcr, 3 applicator libe west lor Senrior-Use
LEffectiveness
Sigitatnre Name and Title Date
Craig Parks, MS, DVM Bccomber
/‘&7} ,ﬁé Vice President, Rescarch & Development 16,2011

EPA Formn 8370-35 (9-27| Eleclouic aud Paper Yarsious Availzble. Sulsdl ooly Paper version.

Agewey Inlerual Use Copy
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Memorandum
Date: o4/ ja /@
To: Vi 13 , Regulatory Manager

From: Information Services Branch, ITRMD

Y our receipt of this data submission is not an
indication that MRIDs for the enclosed studies have
been posted to OPPIN.

We expect that it will be approximately 5 days
from the above date before the study-level data is
available in OPPIN.

If you have any questions about this process,
please contact Teresa Downs (305-5363).

This is a: gfuﬂy accepted submission
partially accepted submission
[] rejected submission

W’L’!‘ﬁﬂm
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g g UMITED STATES ENVIROMMENTAL PROTECTION AGENCY
g g WASHINGTON, D.C. 20460
: . _
%";ic 16@&
£RD April 19, 2012 OFFICE OF CHEMICAL SAFETY

AHD POLLUTION PREVENTIDN

LANDIS INTERNATIONAL, INC.
MITSUI CHEMICALS AGRO, INC.
PO.BOX : 5126

VALDOSTA, GA 31603-5126

Report of Analysis for Compliance with PR Notice 11-03

Thank you for your submittal of 13-APR-12. Our staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 11-03. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom

the data have been released.
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FED EX

Kevin Sweeney

Registration Division {7505P)

S EPA Office of Pesticide Programs
Document Processing Desk

One Potomac Yard, $4%00

2777 S, Crystal Drive

Arlington, VA 22202

Date: April 5, 2012

Subject:  Ftofenprox Technical (EPA Reg. No. 86203-4)
Response to EPA email dated 21January2012

On behalf of Mitsui Chemicals Agro, Inc. please find a justification for an analytical enforcement method
for livestock for Etofenprox Technical (EPA Reg. No. 86203-4). This justification is being submitted in
support of the pending IR-4 amendment (submitted 27Sep2011) to the Etofenprox Technical registration
to add an “all crop” tolerance. Please find enclosed a CD which contains an e-Dossier of the submission.
A data transmittal document is included within the submission to outline the documents being submitted
at this time.

If you have any questions or need additional information, please do not hesitate to contact us at any time
(Isetliffezlandisintl.com) or via telephone 609-614-7146.

Sincerely,

i Aol

Lisa Ayn Setliff

Director Regulatory Affairs

Landis International, Inc.
Regulatory Agent for Mitsui Chemicals Agro, Inc.

Page 1 of 1
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MRID No. 48790100

DATA TRANSMITTAL DOCUMENT

\ Submitter:

Mitsui Chemicals Agroe, Inc.
c/o Landis International, Inc.
PO Box 5126

Valdosta, GA 31603-5126

i A Sl
Company Contact:

Typed Name of Signer: Lisa Ayn Setliff

Phone Number: (229) 247-6472
Fax Number: (229) 242-1562
Email Address: Isetliff@landisintl.com

Regulatory Action in Support of Which this Package is Submitted:

EPA Registration Number: 86203-4, Etofenprox Technical

Response to EPA Email dated January 21, 2012.

Submission Date:

04/05/2012

List of Submitted Documents:

Description Guideline Number MRID
Cover Letter NA ADMIN
Data Transmittal Document NA 48790100
EPA Form 8570~1
Application for Registration NA. ADMIN
Etofenprox Technical
Response to EPA Request for Radiovalidation Study Waiver Request for 48790101
(Response to EPA email dated 21January 2012) 860.1340
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FED EX

Kevin Sweeney

Registration Division (7505P)

US EPA Office of Pesticide Programs
Document Processing Desk

One Potomac Yard, S4500

2777 8. Crystal Drive

Arlington, VA 22202

Date: April 5, 2012

Subject:  Etofenprox Technical (EPA Reg. No. 86203-4)
Response to EPA email dated 21January2012

On behalf of Mitsui Chemicals Agro, Inc. please find a justification for an analytical enforcement method
for livestock for Etofenprox Technical {EPA Reg. No. 86203-4). This justification is being submitted in
support of the pending 1R-4 amendment (submitted 27Sep2011) to the Etofenprox Technical registration
to add an *all crop” tolerance. Please find enclosed a CD which contains an e-Dossier of the submission.
A data transmittal document is included within the submission to outline the documents being submitted

at this time.

If you have any questions or need additional information, please do not hesitate to contact us at any time
(Isctliffiislandisintl .com) or via telephone 609-614-7146.

Sincerely,

s Ao Sl

Lisa Ayn Setliff

Director Regulatory Affairs

Landis International, Inc.
Regulatory Agent for Mitsui Chemicals Agro, Inc.

Page1of 1
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Registration:
Company:

Risk Manager:

Risk Manager Reviewer:
Sent Date:

Type of Registration:
Action Desc:

Ingredients:

Expedite:

DP Ingredient:

DP Tile:

CSF Included:

Assigned To

Orgunization: RD /IB

Decision #: 453840
DP #: (398337)

DATA PACKAGE BEAN SHEET

Date: 02-Feb-2012 PRIA
Page 1 of 2 Parent DP #:
Submission #: 808625
E-Sub #

* * * Registration Information * * *

2382-RlIl - EFFIPRO PLUS TOPICAL SOLUTION FOR CATS
2382 - VIRBAC AH, INC.

RM 10 - Richard Gebken - (703) 305-8701 Room# PY1 5-7237

Bonaventure Akinlosoty BAKINLOS

Calculated Due Date: 08-Jul-2012 Edited Due Date:

129032, Pyriproxyfen{11.5%)

129121, Fipronil{9.5%)

*** Data Package Information * * *

Date Sent: 02-Feb-2012

O Yes @ No

129121, Fiproni

Dug Back: _

129032, Pyriproxyfen

Efficacy

€ Yes () No

Parent DP #:

Label Included: @ Yes () No

Date Out

Date In

Team Name: Efficacy (IB}

Reviewer Name:

Contractor Name:

Science Due Date:

Sub Data Package Due Date:

For your review: R310

*** Studies Sent for Review * * *

Printed on Page 2
*** Additional Data Package for this Decision * **
Can be printed on its own page

*** Data Package Instructions * * *

MRID 486950 - 05, 16, 17; for a Fipronil + Pyriproxyfen containing Spoi-On for cats.

Similar to 2382-186, except it contains the IGR pyriproxyfen. Submits prod chem, tox, efficacy and CAS data; Cites CRP data.

Thanks, B.A
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: Page 2
DP# (598337) ’ *** Studies Sent for Rewew bl Demmon# (458840)

£3695015 Villard, 1. {2011) Summary of Efrcacy Data for 810 3300!'|'reatments1o control Pass (18-Jan-2012}
Effipro Plus Topical Solution for Cats (Fipronil  pests of humans and pets
9.5% and Pyriproxyfen 11.5% End Use
Product). Project Number: VIRBAC/104/15/2,
Unpublished study prepared by isavet
Biosciences., 17p.
486850186 Parks, C. (2011) Pathogens Transmission 810.3300/Treatments to control  Pass (18-Jan-2012)
Related To Flea and Ticks Infestations in Cats pests of humans and pets
and Dogs: Effipro Plus Topical Solution for
Cats (Fipronil 9.5% and Pyriproxyfen 11.5%
End Use Product}. Project Number:
VIRBAC/104/15/3. Unpublished study
prepared by Isavet Biosciences. 9p.
ARGOS017 Ambroggi, G. (1998) Study of Efficacy and 810.3300/Treatments to contrel  Pass (18-Jan-2012)
Safety of 8386.28 in Conirol of Flea Infestation pests of humans and pets
in the Cat. Project Number:
VIRBAC/636/28/0004. Unpublished study
prepared by Virbac., 284p.
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Fora Approved OMU ' 2373 2650

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

1@. iy
i

401 M Street, S.W.
WASHINGTON, D.C. 20469

Paperwork Reductlon Act Notice: The public reporting burden for this cotteclion of infonnalion is eslimated 1o average 6,25 lionrs per response lor regisiralion aclivilics and 0.25 hours per response
far rercgisiralinn and special revicw aclivilics, inchwling tine for reading the instruetion akl compleling the necessary forms. Send coinmenls regarding (he burden estimale or any ol her aspeel of this
volteclion of infonnalion, inckuding suggestions for redneing the burden (o Direclor; OPPE tiformation Manageinenl Division (2137) U.S. Environmenlal Frolcetion Ageney, 401 M Sirecy, $.W,,

Washinglon, DC 20460. Do nol send 1he formn o 1his address.

DATA MATRIX

Daled Deceinber 16, 2011 EPA Reg. No/Gile Symbol 2382-TBA Fagt oo

Applican!’s/Regisiranl’s Name & Address Product:

Virbac AH, e

PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR

FI, Worth, TX 7616} CATS

tgredient ; Fipronil, Pyriproxyfin

Guidcline Reforence Numnber | Guidcline Sindy Name | MRID Number Subniilicr Slalus | Nolc

Prroduct Chiemistry Test Guidclines

830.1550 Product Identity and Compipsition New Subimission Virbac AH, Inc. OWN

830.1600 Description of Materials Used New Submission Virbac Al [, OWN

830.1620 Description of Production Process New Sulinission Virbae AH, Ing, OWN

830.1650 Descrintion of Formulation Process New Subinission Vitbac AH, Inc. OWN

830.167¢ Description of Formation of Impuritics New Submission Virbac AH, Inc, OWN

830.1700 5-Batch Analysis New Submission Virbac AH, lic. OWN

830.1750 Certified Limils New Sibmission Virbac A, Inc. OWN

8301800 Anglytieal Method New Submission Virbac AH, Ine. OWN

$30.6302 Color New Subinission Virbac AH, Inc. OWN

830.6303 Plysical State New Submission Virthac AH, Inc, OWN

830.6313 Metal Stability Virbac AH, hic. NE

830.6304 Odor New Subigsion Vithac Al, nc. OWN

830.6314 Oxidation/reduction New Submission Virbne AH, Inc. OWN

830.6315 Flammability New Submission Virbac AH, Inc. OWN

330.6316 Explodabitity Virbac AH, Inc. NR

830.6317 Storage stability To Be Conducted Virbac AH, Ine. OWN

Signahire MNanwe and Tille Daic
Craig Parks, MS, DVM Deccinber
Vice President, Rescarch & Development 16, 2011

A

EPA Lorm 8570-35 3-93) Fl it and Paper Versions Available. Subsit only Paper version,

Ageriey Inlernal Use Copry
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W.
WASHINGTON, D.C. 20460

Fora Appreved QAT Ne, 2070-0060

Paperwork Reduction Aet Noviee: The public reporting borden tor ihis eollection of information is cstimaled to average 0.25 honrs ier sespoilse for registialion activitics and 0.25 hors per sesponse
lor reregistralion and special veview aclivilics, inchiding 1ime for reading (he inslruction and completing the necessary torms.  Send conmments regarding (he busden estimale or any olher aspezl of (his
collcction of intormaiion, including snggestions for reducing the burtksl 1o Direetor: OPPE hifonmation Managemen Division (2137} U.S. Environmeniut Proleciion Agency, 408 M Sireel, S.W

Washinglon, DC 20460, Do nol send the fonn 10 this address.

DATA MATRIX

Dale: Decembey 16, 2011

EPA Reg No./File Synibol 2382-TBA

Fapel el 6

Applicant’s/Regisirant’s Nome & Address
Virbac Al Ine
IO Box 162059

Product;

EFFIPRQO® PLUS TOPICAL SOLUTION FOR

[l Worlh, TX 76161 CATS

Ligredien: Fipronil, Pyriproxyfen

Guideline Reference Nunnhey Guideline Swmdy Ninme MRID Number Submitler Stams | New

Group B: Scries 830 ~ Plyysical and Cheniical Properties

830.7100 Yiscosity New Submission Virbac AH, Inc. OWN

830.631% Miscibility Virbac AH, Inc. NR

830.6320 Corrosion characteristics To Be Conthicted Virbac AH, Inc. OWN

830.6321 Dielcetric breakdown voliage Virbac AH, Ine. NR

830.7000 pH New Subinission Yirbac AH, Inc, QWN

830.7300 Density, bulk density, or specific gravity New Submission Virbuc AL, 1nc. OWN

8307320 Particle size clistribution Virbac AH, Inc. NR

40 CFR 158.340 Toxicology Data Requivemcents

870,1100 Acutc oral toxicity New Subiission Virbac AH, Inc. OWN

§70.1200 Acyte dermal toxicity New Submission Virbac AH, Lne. QWN

870.1300 Acute inhalation toxicity Waiver Yirbac AH, Inc. OWN

870.2400 Primary ¢y irritation New Submission Yirbae AH, Ing, OWN

8702500 Primary dermal ivritation New Submission Virbug AH, Ing. OWN

§70.2600 Dermal sensitization New Submission Virbac AH, Inc. OWN

Signatire Name and Title Dae
Craig Parks, MS, DVM December
Vice President, Research & Development 16,201 1

4L

EPA Fornr 8570-35 (9-09) Elestranic ad Paper Yersions Available, Subauit aply Fapee vetsion.

Ageaey laleraal Use Copy
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Forin Approved OMT No, 2072-0060

UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
B

i 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paporwork Reduction Act Notiee: The public roporting burden Tor this eollection of information is estimaled 10 average 0.25 hours per response for registraliun activities and 0.25 hours per rsinpg=
for reregistration and speeial review aclivitics, inchiding time For reading (he inshuction and eomyplering e necessary forms, Send comments regarding 1he burden estiniate or aity oller aspect of (s
collection of inforumtion, incliding snggestions for reducing the barden o Dircetor: OPPE nfornuation: Management Division (2137} U.S. Environmental Prolection Agency, 401 M Steet, 8.1/,
Washington, DC 20460, Do noi send the form 10 (his address.

DATA MATRIX
Date: Docombor 16, 3611 EEPA Rog No./Filc Symbol 2382-TBA____ fagedocd |
Apilieant’sMRegistrant’s Name & Address Product:
Virbae AH, Inc
I'C Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
L. Worth, ¥X 76161 CATS
lngrediem: Fiprouil, Pyriproxylien
Guideline Relerence Number Guideling Sudy Nane MRIL Nuniber Submiter Stpus Note
870.7200 Cat safety 43272401 Merial QLD
870.7200 Cat safety 43444904 Merial QLD
870.7200 Cal safety 43577711 Merial QLD
870.7200 Cat safely 43863801 Merial QLD
870.7200 Cal safety 43121112 Metial QLD
870.7200 Cat safety 44942009 Merial PAY
870.7200 Cat safety 44850103 Virbae QWN
B70.7200 Cat safely New subimission Yirbace OWN
810.3300 Cal efficacy 43121114 Merial QLD
810.3300 Cat efficacy 43121115 Merial QLD
810.3300 Cat cfficacy 43121116 Merial OLD
810.3300 Cat cfficacy 43121118 Merial QLD
810.3300 Cat officacy’ 43121119 Merial QLD
810.3300 Cat efficacy 43121120 Merial QLD
810.3300 Cat efficacy 43121121 Merial QLD
810.3300 Cat efficacy 43121122 Merial OLD
810.3300 Cal efficacy 1 43444901 Merial QLD
Signature Nanie and Title Dale
Craig Packs, MS, DVM December
/ . é ;: Vice President, Research & Developiueut 16,2011
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Forai Appreted OMI" No, 20770650

&@ 7

e : 401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The gublic reporting burden for this collection of infonunation is estimiaked ko average 0.25 howns per response for registration activities and 0.25 hours pei mesonise
for rercgistration and special review activities, inchiding Hime {for reading he instruction and completing the necessary forms. Send commeuts regarding the burden estimate or any other aspest of His
collection of information, incinding suggestions for reducing the burdea 1o Direcior: OPPE lnformation Management Division (2137} U.8. Bnviromnental Proicction Ageucy, 401 M Street, 8.1,
Washington, DC 20460, Do not send the form to this address,

DATA MATRIX
Dute: December 16, 2011 EPA Reg No/File Syinbol 2382-TBA dagedele |
Applicunt’s{fRegistrant’s Namec & Address Product:
Virhae AH, lue
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
{1, Worth, TX 76161 CATS
lugredicut: Fipronil, Pyriproxyfen
Guideline Relerence Number Guideline Stucly Nanw MEID Nuniber Subanitter Stalus Nolc
810.3300 Cat efficacy 43577701 Merial OLD
810.3300 Cat efficacy 43577712 Merial OLD
810.3300 Cat cfficucy 43577713 tvlcrial oLD
810.3300 Cat efficucy 43951701 vlerial oLD
810.3300 Cat efficucy 44088901 Mocrial PAY
810.3300 Cat cfficucy 44942011 Merizal PAY
810.3300 Cat cfficicy 44942106 Mcrial PAY
810,3300 Cal efficacy 45618501 Merial PAY
810.3300 Cut cfficacy 45620502 Merial PAY
810.3300 Cnt efficacy 45620503 Merial PAY
814.330¢ Cut efficacy 46006002 Wellwark PUBL
Signature MNamwe and Title Date
) Cruig Parks, MS, VM Deceinber
/ . é / Vice President, Rescarch & Development 16,2011
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Fors Approved QMR No, 2070-3066
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
£ 401 M Sireet, S.W,
] WASHINGTON, D.C, 20460
Panerworl Reduction Act Nodce: The public reporling burden for this cellection of infonnation is estimnted w average 0.25 howrs per response for registration netivities and 0.23 hiours per restonse
{or rercgistration and speeial review netivitics, inchuding time tor reading e instuction and conipleting the necessary forms. Send comments regarding the burden estimate or any olher aspe 2t of this
collection of information, including suggestions for reducing the burden to Direetor: OPPE Infonnation Management Division (2137) U8, Environmental Protection Agency, 401 M Sureet, 3.W
Washington, I3C 20460, 0o not send the forn: o this address. U
DATA MATRIX
Date: December 16, 2011 ElA Reg. No./File Symbol 2382-TBA Mg St
Applicant’s/Registrunt’s Name & Address Product:
Yirbac AU, lic
PO Box 162059 EFFIPRO¥ PLUS TOPICAL SOLUTION FOR
Ft. Warth, TX 761061 CATS
ngredient: Fipronil, Pyriproxylen
Guideline Referenge Number Guideline Study Name MRID Nuinber Subnzilter Stams | Nole
Efficacy and Safety Data
2103300 Cat cfficncy 45628104 Merial PAY
810.3300 Cut cfficacy 45628105 Merial PAY
§10.3300 Cat efficacy 44850104 Virbae OWN
810.3300 Cat cfficacy New subngission Virbac OWN
§10.3300 Cat efficacy New subhnission Virbac OWN
810.3300 Cut cfficacy 43577712 Merial OLD
§10.3300 Cal efficacy 43121114 Merial OLD
810.3300 Cat efficucy 43121115 Meriul OoLD
810.3300 Cut cfficucy : 43121117 Merial OLD
810.3300 Cit cfficacy : 43121122 Merizl OLD
810.3300 Cat efficacy 45620501 Merial PAY
$10,3300 Cat cfficacy 45628101 Merial PAY | |
§10.3300 Cat efficacy 45628102 Meriul PAY
810.3300 Cat cfficacy 45628103 Merial PAY
810.3300 Cat cfficacy 45628201 Merial PAY
810.3300 Cat efficucy 45866902 Merial PAY
310.3300 Cat efficucy 46019201 Merial PAY
810.3300 Cat efficacy 46019202 Merial PAY
Signatire Name and Title Date
Craig Parks, MS, DVM Decemnber
/ . g { Vice President, Rescarch & Deovelopment 16,2011
"EFA ﬂﬁ {9-9% Electioniz and Paper Yersions Available. Submir anly Paper version, Apeney lulermal Use Copry
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&

Form Appeoved QM No. 28790060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,
WASHINGTON, D.C. 20460

Paper vorlt Reduetlon At Notice: The ynblic reporting biden For (his collection of information is estimated (o average 0.25 lonrs yer respouse lor regisiration aclivities and .25 s per respnuse
for reregistration and special review activities, inehiding time for reading the instruction and completing the necessary forins. Send comments regarding the burden estinute or any other auspust of this
collection of information, incnding snggestions for reducing the burden to Director: OPPE luforation Managemeni Division {2137} ULS. Environmeuial Protection Ageucy, 401 M Sticel, SV,

Washington, DC 204G0. Do not send the form to this address.

DATA MATRIX

Dated December 16, 2011

LEPA Reg. No/File Symhol 2382-TBA

Anplicant’sRegistrant’s Name & Address

Virbac AHl, lic
PO Box 162059

Product:

EFFIPRO® PLUS TOPICAL SOLUTION FOR

Fr. Wanth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxyfen
Guideline Ieference Ninpber | Guideline Sindy Nane i MRID Nimher Submitter Smtns  § MNole
Clild Resistant Paclaging
40 CFR 157 Evalnation ol the 1 m! Applicaior Tnbe with 0.5 48095215 Vitbac A, Inc, OWN
! water, | applicator tube test tor Child- .
Resistunt Elfectivencss
40 CFR 157 Evalnation of'the 1wl Applicator Tube wiil 0.5 48095216 Virhac Al, Inc. OWN
ni! water, 6 applicators wbe test for Child-
Resistant Elfectivencss
40 CFR 157 Gvalnation of the | m! Applicator Tube with 0.5 48095217 Virbac AH, hie, OWN
il waicr, 36 applicators inbe (st Yor Child-
Resistnt Effectiveness
40 CFR 157 Evalnation of the | m! Applicaior Tube with 0.5 48095218 Virbac AH, Inc. OWN
ml water, | applicator tube test for Senior-Use
Eflectivengss
40 CFR 157 Evaluation ol'the | ! Applicator Tnbe with 0.5 48095219 Virbae AH, Inc. OWN
m! water, 6 applivators tnbe test for Senior-Use
Effectiveness
40 CFR 157 Evaluation of the | ml Applicntor Tube with 0.5 48095220 Virbac AH, le. OWN
: il water, 36 applicators tube test for Senior-Use
Gilectiveness
40 CFR 157 Evalustion of the Ins! applicator tube with 0.50 48410018 Virbac AH, Inc. OWN
nil water, 3 applicator tnbe test for Child-
Resistant Ellectivencss
40 CFR 157 Bvaluation ol the tm! applicator lube with 0.50 48410019 Virbac AH, Inc. OWN
! water, 3 applicaior tnbe tesi for Scnior-Usc :
Bilectiveness
Signature Nonmig and Title Date
Craig Parks, MS, DVM December
Vice President, Rescarch & Development 16,2011

A

EPA Forn 8570-35 (9-57) Llec Ironic and Paper Varsions Available, Sulanit enly Paper version.

Agevey Inlernal Use Copy
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48695000

December 16, 2011

Richard Gebken, PM 10

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Document Processing Desk (REGFEE)
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202

Subject: EFFIPRO™ PLUS Topical Solution for Cats (EPA File Symbol 2382-TBA):
New Product Application. :

Dear Mr. Gebken,

Virbac Animal Fealth is hereby submitting an application to register the spot-on pesticide
product EFFIPRO™ PLUS Topical Solution for Cats.

This product contains fipronil and is similar to the registered product EFFIPRQ Topical
Solution for Cats (EPA Reg. No 2382-186), except that it also contains the IGR pyriproxifen.

As indicated on Form 8570-34, Virbac is using the selective method to address applicable
data requirements for this application pursuant to 40 CFR 152.90. Pursuant to 40 CFR 152.93,
Offer to Pay letters are being sent to the submitters of data cited in Virbac’s application that were
originally submitted within the past 15 years.

Below is a list of the components included with this application:

Cover Letter;

Transmittal Document;

Application for Pesticide Form 8570-1;

Confidential Statement of Formula;

Formulator’s Exemption Form;

Data Matrix Form 8570-4 (EUP and TGAI) ;

Certification of Data Citation Form 8570-34;

Proposed Label - Use Directions 5 copies;

3 copies of bound PR 86-5 compliant study reports supporting registratioq, L
10.  Waiver Request for Acute Inhalation Study (attached to Cover Letter);
11. Letter of Self-certification of Child-Resistant Packaging; and

12.  Copy of PRIA Check for category R-310 ($4807).

W00y A L

3200 Meacham Blvd. e Fort Worth, TX 76137 Telephone: (817) 831-5030 # (800) 338-3659 »
Fax (817) 831-8327



Child-Resistant Packaging

EFFIPRO™ PLUS Topical Solution for Cats employs the same single dose unit
applicators that are used in the packaging of the registered product EFFIPRO Topical Solution
for Cats. These single dose applicators in packages of 1,3,6, and 36 have been previously tested
and CRP certification accepted by EPA. All test data have been cited in the Data Matrix and a
Self-Certification letter has been included with this application according to EPA requirements.

PRIA Considerations

After reviewing the Agency’s PRIA category interpretations, we believe that the R-310
PRIA category and a 6 month review period is appropriate for this product. Consequently,
please find a copy of one previously submitted check in the amount of $4807.00 to cover the

PRIA fee.

Should you have any questions about this application package, please do not hesitate to
contact me via telephone at 682-647-3576 or via e-mail at craig.parks@virbacus.com.

Sincerely,

A

Craig Parks, MS, DVM
Vice President, Research & Development
Virbac Animal Health, Inc.

3200 Meacham Blvd. e Fort Worth, TX 76137 Telephone (817) 831-5030 » (800) 33R-2n50 o
Fax (817) 831-8327
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Virbac Effipro PLUS CAT
12/16/2011

TRANSMITTAL DOCUMENT

NAME AND ADDRESS OF SUBMITTER:

Virbac, Inc. (EPA Company Number 2382)
P.O. Box 162059
Fort Worth, TX 76161

REGULATORY ACTION SUPPORTED BY THIS PACKAGE:

This submission is an application to register an end use pro namely EFFIPRO® PLUS Topical
Solution for Cats. Effipro® EFFIPRO® PLUS Topical Solution for Cats contains the active
ingredients Fipronil and Pyriproxyfen.

SUBMITTAL DATE:

December 16, 2011

Volume Study Title MRID No.

1 Administrative Materials
Efﬁpro® Plus Topical Solution for Cats

Group A Product Chemistry

2 OPPTS 830.1550, 830.1600, 830.1620, 830.1650, 830.1670,

830.1750 48695001
Product Specific Chemistry for EFFIPRO® PLUS Topical
Selution for Cats

3 OPPTS 830.1700
Preliminary Analysis - Quantification of the Active Ingredients 48695002
Fipronil and Pyriproxyfen in Five Batches by Validated Methods

4 OPPTS 830.1800
Enforcement Analytical Method — Quantification of the Active 48695003
Ingredients Fipronil and Pyriproxyfen '

Group B Product Chemistry

5 OPPTS 830.6302, 830.6303, 830.6304
Determination of the Physico-Chemical Property 48695004
" Appearance (Color, Physical State and Odor)"

6 OPPTS 830.6314
Determination of Oxidation / Reduction (Chemical 48695005
Incompatibility}

7 OPPTS 830.6315
Determination of the Physico-Chemical Property "Flash 486850086
Point"
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Volume Study Title MRID No.

8 OPPTS 830.7000

Determination of the Physico-Chemical Property - pH 48695007
9 OPPTS 830.7100

Determination of Physico-Chemical Property "Viscosity"” 48695008
10 OPPTS 830.7360

Determination of the Physico-Chemical Property 48695009

"Relative Density”

Acute Toxicity

11 OPPTS 870. 1100

Acute Oral Toxicity Study in Rats — Up-and-Down Procedure 48695010
12 OPPTS 870.1200

Acute Dermal Toxicity Study in Rats 48695011
13 OPPTS 870.2400

Acute Eye Irritation Study in Rabbits 48695012
14 OPPTS 870.2500

Acute Dermal Irritation Study in Rabbits 48695013
15 OPPTS 870.2600

Dermal sensitization - Contact Hypersensitivity in Albino Guinea 48695014

Pigs, Buehier Test

Product Performance

16 OPPTS 810.3300

Summary of Efficacy Data 48695015
17 OPPTS 810.3300

Pathogen Transmission Related to Flea and Tick Infestations in 48695016

Cats and Dogs
18 OPPTS 810.3300

Study of Efficacy and Safety of 636.29 in Control of Flea 48695017

Infestation in the Cat

Product Safety

19 OPPTS 870.7200

Summary of Companion Animal Safety Data 48695018
20 OPPTS 870.7200

Tolerance study by Cutaneous Application (spot-on) in Young 48695019

Cats.




Horm Approved OME No, 2670-6068
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
& 401 M Street, S.W,
WASHINGTON, D.C. 20460
Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average ¢.25 hours per response for registration aetivities aod 0.25 hours pertrsparsea
tor reregistration and special review activities, ineluding time for reading the instruetion and completing the necessary forms. Send eomments regarding the burden estimaic or any other aspect of liis
colleetion of information, including suggestions for reducing the burden to Dircetor: OPPE Information Management Division {2137} .S, Environmental Protection Agency, 401 M Street, &. LY
Washington, BC 20460. Do not send 1he form to this address. -
DATA MATRIX )

Date: Aupust 23, 2011 EPA Reg. No/Ble Symbol §7825-R yave. 6 ol 6
Applicant’s/Registrant’s Name & Address Produet: Fipronil Technical '
Virbac SA
lere avepue 2065 M - LID
F-06516 Carres, France
Ingredient: Fipronil -
Guideling Reference Number Guideling Study Nanie MRID Number Submitler Status | yYole”
72-2/850.1010 Acute LC 50 freshwater invertebrates 42918625 BASK OLD

{Daphnia wagna)

Acute LC 50 freshwater invertebrates 42918669 BASF OLD

(Daphnia magna)

Acute LC 50 freshwater invertebrates 42918671 BASF OoLD

{Daphinia magna}

Acute LC 50 freshwater invertebrates 43291719 BASF OLD

{(Daphnia magna)
835.2110 Hydrolysis 42977905 BASF CLD
40 CFR 158.390 Reentry
Protection Data Reguiremeuts
133-3 Dermal exposure - Fipronil 44433302 Meral PAY
133-4 Inhalation exposure - Fipronil 44433302 Merial PAY
132-1 Dislodgeable residue dissipation - Fipronil 44531203 Merial PAY
N/A Dermal and inhalation exposure of 44433303 Merial PAY

commercial pet groomers {Spot) - Fypronil
N/A Analytical method for exposure studies - 44433308 Merial PAY

Fioronil
Signature ) Nanic and Title August 23,

Jean-Pascal Mare 2011
. C"j_l:[,, Corporate Product lnnovation Dircctor
EPA Form 8570-35 [9-97) Eleclronic and Paper Versions Available. Submit anly Paper version. Agenry lulcral Use Copy

* Parsuant to 40 CFR 152.96 (¢}, Virbac lierchy certilics that Virbac has no basis to believe that this requirement is not a data gap and, further, that Virbae has sent by certilicd mail to al companies
on the current EPA Data Submitters List for fipronil a letter requesting that the company identify, within 60 days of reecipt, any valid study that would fullill this data requirement. Onee this 60-day

perind expires, Virbac will update the Ageney as to the information, if any, Virbac receives in response to this “data gap” letter.
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2

Farms Appruved OME No. 20’;!]-0051?1

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notiee: The publie reporting burden for this collection of jinformation is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response

for rercgistration and spezial review activities, including lime for reading the instruction and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of This

eoltection of information, including suggestions for redueing the burden to Director: OPPE Infermation Management Division (2137) U.S. Environmental Protcetion Agency, 401 M Streel, S.W.,
Washington, BC 20460. Do 1ot send the forin to this address. .

DATA MATRIX S

Date: August 23, 201 EPA Reg. No/File Synibot 87825-R Page 5 0¢C
Virbac SA Product: Fipronil Technical .
tere avenue 2065 M - LID )
F-06516 Carros, France
Ingredient: Fipronil |
Guideline Reference Number Guideline Study Name MRID Nuniber Submitier Status | Note "~ " "
83-1/870.4100 Chronic feeding — rodent 42918648 BASF QLD
83-1/870.4100 Chronte feeding ~ nonrodent 42918645 BASF OLD
§3-1/870.4100 Chronic feeding ~ nonrodent 43402802 BASF PAY
83-2/870.4200 Oncogenteity — mouse 42918649 3ASF QLD
§3-2/870,4200 Oncogentetty — mouse 43501702 BASE PAY
83-2/870.420¢ Oncogenicity — rat 42918648 BASF QLD
83-3/870.3700 Teratogenicity — rabbit 42918646 BASF QLD
83-3/870.3700 Teratogenicity - rat 42977903 BASE OLD
83-3/870.3700 Teratogenteity — rat 44275001 BASF PAY
§3-6/870.6300 Developmental neurotoxicity 44039002 BASF PAY
§3-4/870.3800 Reproduction 42918647 BASF OLD
§4-2/870.5100 Gene mutatton 429186352 BASF QLD
§4-2/870,5100 Gene mutatton 42918679 BASF QLD
84-2/870.5100 (Gene mutation 43291716~ BASF QLD
84-2/870.5100 (ene mutation 43201717 BASE QLD
84-2/870.5100 (iene mutation 43291721 BASF QLD
§4-2/870.5100 (Gene miutation 43291722 BASF QLD
8§4-2/870.5100 Gene mutation 43401102 BASF OoLD
Signature Name and Title Datc

_ _}ljtl et Jean-Pascal Marc z;éi{glust 23,

Jie

Corporate Produet lanovation Birector

EPA Farm £570-33 (9-57) £kecivonic and Pager Versions Availahle, Submil oaly Paper version.

Apency Tnlcreal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Bz 401 M Street, S.W.
WASHINGTON, D.C. 20460

o

Forw Ajiroved OME No, 2070-006

Paperwork Reduction Aet Notice: The publie reporting burden for this collection of information is estimaled (o average 0.25 hours per response for registration aetivitis and 0.25 hours per respinse |
for reregistration and special review activities, including time for reading the instruction and compleling the necessary forms. Send comunents regarding the burden estimate or any other aspeet of thie- -
collection of hiformation, ineluding suggestions lor reducing the burden to Dircetor: OPPE Information Managenient Division (2137) U.S. Environimental Protection Agency, 401 M Street, 5.W.,

Washingtos, DT 20460. Do not send the form io this address.

SR

SIS N

DATA MATRIX et
Date_August 23, 2011 EPA Reg No./File Symbol 87825-R Papcd 16
Applicant’s/Regisirant’s Name & Address Product: Fipronil Technical :
Virbac SA
lere avenue 2065 M - LID
F-06516 Carros, France
Ingredient: Fipronil
Guideline Reference Number | Guideline Study Name MRID Number Submitter Status | Noteg
40 CFR 158.340 Toxicology Data Requirements (Continued)
84-2 Structural chromosomal aberration 42918680 BASF OLD
84-2 Structural chromosornal aberration 42918653 BASF OLD
84-2 Other genotoxic effects 42918651;42918653 BASF OLD
43501703
85-1/870.7485 General metabolism 42918655 BASF OLD
85-1/870.7485 General melabolism 43253701 BASF PAY
85-1/870.7485 General metabolism 43737308 BASF CLD
85-1/870.7485 General metabolism 42918654 BASF OLD
85-1/870.7485 General melabolism 42977904 BASFE OLD
85-1/870.7485 Geieral melabolism 43253701 BASF QLD
85-2/870.7600 Dermal penelration 43737308 BASF PAY
85-7/870.7600 Immunotoxicity DATA GAP GAP | *See below
40 CFR 158,490 Wildlife and Aquatic Organisms Data Requirements OLD
71-1/850.2100 Avian oral LD 50 - mallard or hobwhite 42918617 BASF OLD
42918616
72-1/850.1075 Freshwater fish LC 50 - rainbow or 42018624:42918673; BASF OLD
bluegil! 42918674;42077902 oLD
43279703;43201718 oLD
Signature Name and Title Date
e Jean-Paseal Marc August 23,
S A Corporate Product Innovation Director 2011

EPA Forny 857035 {9-97) Elecwonic and Paper Versions Available. Submil only Faper version.

Agency {ulernal Use Cnpy
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TForm Approved OME Nu, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

£ 401 M Street, S.W. et

WASHINGTON, D.C, 20460

Paperwork Reduction Act Notice: Tlie public reportiug burden for this collection of iuformation is estimaled to average (.25 hours per respostsc for registration activilies aud (.25 hours per response

for reregistration and special review activilies, ineluding time for reading thie instruction and completing the necessary forms. Send conmnents regarding tlie burden estitnate or any other aspect of this ™
colleciion of information, including supgestions for reducing the burden to Director: OPPE Information Managemeni Division (2137) U.S. Environmenta! Protection Ageney, 401 M Street, 8.W., -
Waslington, DC 20460. Do not send the form to this address. :

DATA MATRIX ool
Date; August 23, 2014 EPA Reg No./File Synibol R7825-R Page3 ¢i'd
Applicant’s/Registrant’s Nante & Address Producl: Fipronil Technical -
Virbac SA
lere avenue 2065 M - L1D
[-06516 Carres, Franee -
Ingredient; Fipronil
Guidelinc Relerence Number | Guideline Study Name MRID Number Subnaitter Btalus | Mote
40 CFR 158.340 Toxicology Data Reguirements
870.1100 i Acute oral toxicity 42918628, 43235401 BASF QLD
43279706
870.1200 Acute dermal toxicity 42018629 BASF oLD
870.1200 Acute dermal toxicity 43235402 BASF QLD
870.1300 Acufe inlialalion toxicity 42918631 BASF QLD
8706.2400 Primary cye irritation 42018632 BASF OLD
870.2500 Primary dermal tiritation 42918630 BASF QLD
870.2600 Dermal sensitization 42918634 BASF QLD
870.6100 Acute delayed neurotoxicity 42918635 BASF OLD
870.6100 Acute delayed neurotoxicity 43559501 BASF OLD
§70.3100 00-day oral toxicity — rodent 42018643 BASF QLD
870.3150 90-day oral toxicity - nonrodent 42918642 BASF QLD
§70.3200 21-day dermal toxicity 42018644 BASF QLD
870.3250 90-day dermal toxicity DATA GAP BASF GAP | *Seebelow
870.6100 90-day neurotoxicity — mammal 43201703 BASF OLD
8i-8 Neurotoxicity to Rals by Acute Qral 44431801 BASF PAY
Administralion
Signature Name aixl Title Date
i, Jean-Pascal Marc August 23,
- i Corporate Product Innovation Director 201

EPA Forn B578-35 (5-97) Eleetronic and Faper Versians Avadlable, Submit anly Paper version. Apcncy Inlernal Use Copy



Formy Approved OME No. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

SZ 401 M Street, S.W. N
WASHINGTON, D.C. 20460 o

Paperwork Reduction Act Notice: The public reporting burden for this eollection of iuformation is estimated to average (.25 hours per respousc for registration activities aud .25 lours per response
for reregistration and special review aetivities, ineluding time for reading (he instruction and completing the necessary forms. Send commients regarding the burden estitiate or any other aspect of this ™
collection of informatiorn, including suggestions for reducing the burden to Director: OPPE Information Management Division {2137) U.S. Environmenial Protection Ageney, 40! M Street, S.W., -
Washiington, DC 20460. Do not send the form Lo this address. -

DATA MATRIX L
Date Aupust 23, 2011 . EPA Reg No./Filc Symbol 87825-R Pagt 2 ¢l u
Applicant’s/Registrant’s Name & Address Produet: Fipronil Technical -
Virbac SA
lere avenue 2065 M - LID
F-06516 Carros, France
Ingredient: Fipronil :
Guideling Reference Number Guideline Study Namc MRID Number Submitter Status  §{ Note
830.6318 Viscosity Virbac N/A
830.6319 Miscibility Virbac N/A, Solid
830.6320 Corrosion characteristics Virbac OWN | Seenote
page 2
830.6321 Dielectric breakdown voltage Virbac N/A Watved
830.7000 pH 48095247 Virbac OWN
830.7200 Melting Point 48095249 Virbac OWN
830.7300 Density bulk density or specific gravity 48095250 Virbac OWN
830.7320 Particle Size Virbac N/A
830.7050 UY/Visible Spectrum 48095248 Virbac OWN
830.7370 Dissociation constant 48095251 Virbac OWN
820.7520,830.7550; 830.7560 Ootanol/water partitiou cocfficiont 48095244 Virbac OWN
830.7570
§30.7840:830.7860 Solubility 48095245 Virbac OWN
830.7950 Vapor pressure 48095246 Virbac OWN
Signature Namg and Title Date
by Jean-Pascal Marc Augusi 23,

il Corporate Product Innovation Director 201!

EPA Form $570-35 (5-97) Blechionic and Papey Versions Available. Submir only Paper version.

Ageney nlernal Use Copy

Notc: 830.6317 and 830.6320: Per Agency policy, storage stability and cotroston characteristics data are not required to be submitted unless specifically requested by the Agency. Virbac

ltas initiated these studies and will submit the final reports if required when the studies are completed.
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Fornt Appraved OME No, 2070-0068

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

2 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of mformation is estimated to average 0.25 hours per response for registration activities and 0.25 houss per response
for reregisiration and special review activities, including time for reading the instruetion and complcling the neccssary forms. Send comments regarding the burden estimate or any other aspect of this ©
colleelion of information, including supgestions for reducing (he burden to Director: OPPE Information Matiagement Division (2137 U.S. Environmental Protection Agency, 40t M Street, S.W., © |
Washington, DC 20460. Do nol send the form Lo this address. -

DATA MATRIX o
Dalc: August 23, 201 | EPA Reg No/File Symbol 87825-R Page | o 6
Applicant’s/Registrant’s Name & Address Product: Fipronil Technical
Virbac SA
jere avenue 2065 M - LID
F-06516 Carros, France
ingredient: Fipronil
Guideline Referenice Number ! Guideline Study Name | MRID Number Submitter Status | Nole
Product Chemistry Test Guidelines
830.1550 Product identity and Composition 48095240, 48449201 Virbac, OWN
830.1600 Description of Materials Used 48095240 Virhac OWN
830.1620 Description of Production Proccss 48095235 Virbac OWN
830.1650 Description of Formulation Process 48095239 Virbac OWN
830.1670 Description of Formation of Impurities 48095240, 48449201 Virbac OWN
830.1700 Preliminary Analysis 48095241 Virbac OWN
830.1750 Certified Limits 48095240, 48449201 Virhac OWN
§30.1800 Analytical Method 48095242 Virbac OWN
8301900 Submittal of sammples Virbac N/A
830.6302 Color 48095240, 48095243 Virbac OWN
830.6303 Physical State 48095240, 48095243 Virbac OWN
830.6304 Qdor 48095243 Virbac OWN
830.6313 Accclerated Storage Stability-Mectal Tons 48095243 Virbac OWN
830.6314 Oxidation/reduction 48095239 Virbac OWN
830.6315 Flammability 48095239 Virhac OWN
830.6316 Explodabitity 48095239 Virbac NR
830.6317 I Yr. Storage Stability Virbac OWN | Seenote
page 2
Sipnature WName and Title Date
\‘E_\{_-hw._ ...... Jean-Pascal Mare August 23,
i Corporate Product tnnovation Director 2011
EPA Favm 8370-35 {9-97} Electionie and Paper Yersians Available. Submit anly Paper version. Ageney hiternal Use Copy
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{Master Label}
Virbac’s Master Label

Date December 13, 2011 Version US-7 EPA Reg. No. 2382-XXX
Fipronil + Pyriproxyfen Topical Solution for Cats

Virbac
EFFIPRO®PLUS TOPICAL SOLUTION FOR CATS

FOR USE ONLY ON CATS AND KITTENS 8 WEEKS OLD OR OLDER

ACTIVE INGREDIENTS:
Lo OO P OO DT O RO U OSSO PO DT DU SR TTUP PP O OVUDT OO PUUPRRTRPRE * .- 1
Pyriproxyfen............... e 10.5%
OTHER TNGREDIENTS: i eroe ettt aree st s st et se et eras e pa st st st st s e ms st smt st sten et nsnsnanannnenassinninsserens FOOT
L X7 1 U P U U PO OO TS U FO PO OO U YU U TR UOTORTUTUPUTUPTUPPOTRUTOROTRPY 11D X .S

KEEFP OUT OF REACH OF CHILDREN

CAUTION
READ ENTIRE LABEL BEFORE EACH USE
PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS AND DOMESTIC ANIMALS

HAZARDS TO HUMANS

Harmfid if swallowed, Causes moderate eye irritation, Avoid contact with skin, eyes, or clothing. Wash hands thoroughly with
soap and water after handling and before eating, drinking, chewing gum, using tobacco, or using the toflet.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on kiltens under B weeks of age. Individual sensitivities, while rare, may occur after using
ANY pesticide product. Possible temporary imitation may occur at the site where EFF IPRO® PLUS Topical Solution for Cats
was applied. Contact a veterinarian immediately if signs become persistent or become more severe during the first few days
following application. If an unusual reaction is observed following initfal application, a veterinarfan should be consulted before
repeating application. Certain medications can interact with pesticides. Consult a velerinaran before using on medicated,
debilitated or aged cals.

FIRST AID

tF SWALILOWED: »  Call a poison control center or doclor immediately for treatment advice.

« Have person sip a glass of water if able to swallow,

. Do not induce vomiting unless told to do so by a poison contro! center or doctor.
« Do not give anything by mouth to an unconscious person.

IF IN EYES: +  Hold eye open and rinse stowly and gently wilh water for £5-20 minutes.
»  Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye.
*  Gall a poison control center or docior for treatment advice.

IF ON SKIN OR = Take off contaminated clothing,
CLOTHING: «  Rinse skih immediately with plenty of water for t5-20 minules. i
+___Call a poison control center er doctor for treatment advice. e

Have product container or label with you when catling a poison controt center or doctor, or going for treatment.
You may alse contact the Hotline number 1-800-338-3659 for human and veterinary heatth concerns, emergency,

sedical treatment information or pestictde incidents.

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in any manner inconsistent with its labeling. Do not allow children to apply
product. TO PREVENT HARM TO YOU AND YOUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.
FOLLOW ALL DIRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY. DO NOT USEOH -
RABBITS. DO NOT USE ON OTHER ANIMALS.

EPA Reg. No. 2382-XXX Pending Master Label, page 1 of 5

12/16,2011 1 02



For killing tleas, flea eqgs, tlea larvae, all stages ot Brown dog ficks, American dog ficks, Lone Star ticks, and Deer ticks
{that (which] may transmit (carry] Lyme disease), mosquitoes, and chewing lice; apply to CATS or KITTENS (8 weeks old or
older) as follows:

APPLICATION DIRECTIONS

1. Remove one applicator from packaging.
Hold applicator upright and remove cap.
2. Invert cap and place other end back onto applicator tip.

Push cap down to break seal.
Remaove cap prior to treatment apptication.
3. Part cat’s hair between shoutder blades untit skin is visible.
Flace applicator tip directly against exposed skin.
Deposit entire contents by squeezing the applicator at a single site on cat’s skin.
Ensure that EFFIPRO® PLUS Topicat Solution for Cats is not applied superficiatly on cat's hair.

FREQUENCY OF APPLICATION

EFFIPRO® PLUS Topical Solution for Cats will kill fleas, ticks and chewing lice when applied monthly.

Fleas: EFFIPRO® PLUS Topical Solution for Cats can control fleas for up to six weeks, Apply monthly if your cat has fleas that
may cause Flea Allergy Dermatitis (FAD), or if reinfestation is likely. EFFIPRO® PLUS Topical Sofution for Gats can controf flaa
eggs {and Iawae;for up to three months (20 days).

Ticks: EFFIPRO® PLUS Topical Solution for Cats can kil ticks for a month or longer. Apply monthty where tick controtis
consistently needed.

Chewing Lice: EFFIPRO® PLUS can kill chewing lice for a month or longer. Apply monthly were chewing lice control is
consistently needed.

Mosquttggs: When applied monthly, EFFIPRO® PLUS Topicat Solution for Cats can kil mosquitoes within 24 hours,(tor upto
14 days); and within 48 hours{for up to 28 days,)f/

Notes: Wait at least 30 days before re-application of EFFIPRO® PLUS Topical Solution for Cats. Avoid contact with treated
area until dry,

STORAGE AND DISPOSAL
Do not contaminate water, food, or feed by storage and disposal.

STORAGE: Store unused product in originat container only, out ot reach of children and animals.
PESTICIDE /CONTAIMER DISPOSAL: If empty: Nonrefillable container. Do not reuse or refill this container. Offer for recycling,
if available. If partially fitled: Call your local solid waste agency for disposal instructions, Never place unused product down
any indoor or outdoor drain.

LIMITED WARRANTY AND DISCLAIMER
To the extent consistent with applicable law, buyer assumes alf risks of use, storage, or handiing of this product not in
accordance with directions. Buyer and user assume all risks of use and handling of this material when such use and handling
are contrary to label instructions. To the extent consistent with applicable law, any damage arising from a breach of this
warranty shal be limited lo direct damages and shal not include consequential commercial damages such as loss of profit or
valugs.

Net Contents: 1, 3, 6 or 36 single-dose applicator(s} per package. Each applicator contains 0.017 fl oz (0.5 mL) of sofution.
{Detachable} calendar {monthly application} reminder stickers with (ifustration of cat or kitten}.

EPA Reg. No, 2382-XXX
EPA Est. No. 2382-XXX

VIRBAC AH, tNC.

PO BOX {62059

FORT WORTH, TX 76161
1-800-338-3659

EPA Reg. No, 2382-XX X Pending Master Labet, page 2 of 3
12/16/201 1



Made tn France

EFFIPRO® is a registered trademark of Virbac S.A. in the United States.
Questions or commentis?

Cafl: 1-800-338-3659

{Text for Front Panel, Back Panel and Side Panel}

See package inseri(s) for directions for use and frequency of application
Open resealable label for directions for use

Open resealable label for directions for use and storage and disposal
See back panel for additional precautionary statements

See package insert(s) for frequency of application

See enclosed insert(s) for directions for use and sforage and disposal

See enclosed insert{s) for divections for use

Use only on cals

for Use an Cats only

Only for cats and kittens 8 weeks old or clder
(1, 3. 6 or 36) applicator(s) 0.0tV fl oz (0.5 ml})

Photograph of cat or kitlen

Lift here to open (LIFT HERE TO OPEN)

{Text for Foil of Blister package}

Virbac

EFFIPRO® PLUS Topical Solution for Cats

Only for use on cats f 0.017 fl 0z {0.5 mi)
Contains fipronit {9.5%) and pyriproxyfen (1 t.5%)
KEEF OUT OF REACH OF CHILOREN

CAUTION

See full label for additional directions

EPA Reg. No. 2382-XXX

{Text for Applicator Tube}

Virbac
EFFIPRO® PLUS
Topical Solution for Cats
Only for use on cats
0.017 11 oz (0.5 ml.)
Contains fipronil (9.5%) and pyriproxyfen (11.5%)
KEEP QUT OF REACH
OF CHILDREH
CAUTICN
See full label for additicnal directions
EPA Reg. No. 2382-XXX

MARKETING CLAIMS

{Multipfe infestations]

*  For convenient, quick-acting, long-lasting, effeclive control of fleas, flea eggs, flea larvae, ticks, mosguiloes and

chewing kice {for CATS and KITTENS 8 weeks old or older).

= For convenient, guick-acting, long-lasting, effective control of fleas, ticks, mosquitoes and chewing lice (for GATS and

KITTENS 8 weeks old or older).

+  EFFIPRO® PLUS Topical Solulion for Cats confains the active ingredient fipronil, which controls infestations causeo

by fleas, ticks, mosquitces and chewing lice (on cals) (8 weeks old or clder).

»  EFFIPRO® PLUS Topical Solulion for Cats contains the active ingredient pyriproxyfen, which controls re:nfeste':on

caused by flea eggs, flea larvae (on cats) (8 weeks old or older).

. For killing fleas, all stages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks, (wh!chf’that may
carry (transmit) Lyme disease), mosquitoes and chewing lice; apply to CATS or KITTENS (8 weeks old or olde') as )

follows: (followed by application directions).
*  Persistent flea and tick efficacy for up to one month (4 weeks) (30 days)
*  Prevents flea and tick (re-)infestation for up to one month (4 weeks)
+  Effeclive monthly application for {on) fleas and ticks

EPA Reg. No. 2382-XXX Pending Master Label, page 3 of 3
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[Fleas]

=  Prevenis flea (re-)infestation for up to one month (4 weeks)
»  Prevenis flea eggs from hatching or developing into larvae or adult stages (for up to 20 days (3 monihs))
{Ticks[

»  Kills all slages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks (including those which *hay .
may transmit [carry) Lyme disease, Rocky Mountain Spotied Fever, babesiosis, ehrlichiosls, anaplasmosis anit’ * - * -
cytauxzoonosis)

»  Kills ticks, including those that may transmit Lyme disease

»  Kills ticks including Deer ticks (which may transmit Lyme disease), American dog ticks (which may transmit Rocky
Mountain Spolted Fever), Brown dog ticks (which may transmit ehrlichiosis), and Lone Star ticks (which may transrait
hepatozoonosis} for up to one month (4 weeks) .

= Kills ticks including Deer ticks (which may transmit Lyme disease), American dog ticks (which may transmit Roc.-:y
Mountain Spotted Fever) and Brown dog ticks (which may transmit ehrlichiosis) for up to ona month (4 weeks}

=  Kills Brown dog ticks (Rhipicephafus spp), American dog ticks (Dermmacentor variabifis), Deer ticks (fxodes spp) anri .
Lone Star ticks (Amblyomma americarum) for up to one month (4 weeks)

«  Kills Ambfyomma americanum (Lone Star ticks) for up to 4 weeks (for up to one month)

*  Protects from ticks for up to one month

[Mosquitoes]
EPA Reg. No. 2382-XXX Pending Master Label, page 4 of 5
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Effective manthly application for cats (and kittens) against fleas and ticks

Kills fleas and ficks for up to one month {4 weeks)

Kills fleas, ticks, mosquitoes and chewing lice

Kills fleas, ticks, mosquitoes and lice

Kills, fleas, flea eggs, flea larvae, ticks, mosquiioes and chewing lice

Kills, fleas, flea eggs, flea larvae, ticks, mosguitoes and lice

Apply monihly for control and prevention of fleas and ticks

Protects agamsl fleas and ticks for up te one month

EFFIPRO® PLUS Topical Solution for Cats will kit fleas, ticks and chewing lice when applied monthly,

Fleas: EFFIPRO® PLLUS Topical Sclution for Cats can controt fleas, flea eggs and flea larvae for up to (six weeks)
Apply monthly if your cat has fleas that may cause Flea Allergy Dermatitis, or  reinfestation is likely.

Ticks: EFFIPRO® PLUS Topical Solution for Cats can ki! ticks for a month or tonger. Apply monthiy where tick control
is consistently needed.

Mosqu:tees Whep applied monthly, EFFIPRO® PLUS Togical Solution for Cats can kil mosquitoes within 24 hours
,{ orup to 14 daygfand within 48 hours ff&r up to 28 daysf

Notes: Wait at least 30 days before re-application of EFFI

trealed area unti! dry.

PRO® PLUS Topical Solution for Cats. Avoid contact with

Kitls newly emerged adult fleas prior to egg-laying

Kills fleas that may transmit bartonellosis

Kills fleas that may transmit bartonellosis, tularemia and tapeworm

Kills fleas that may transmit diseasesrinsluding bartonellosis, tularemia and tapeworm

Kills fleas that may fransmit diseases-inchading bartonellosis, tularemia and tapewomn infestalions

Kills fleas that may transmit dissases-including bartonellosis and tulareimia

Kills fleas, fiea eggs and flea larvae

Prevents development of all flea stages (flea eggs, flea pupae and flea larvae) for up to (3 months) (20 days)
Kitls flea eggs for up to (3 monihs) (80 days)

Sterifizes and kills fleas

Sterifizes fieas for up to (3 months) (90 days)

Prevents al! flea stages (adult fleas, flea eggs, flea pupae and flea larvae)

Prevents development of all flea stages (flea eggs, flea pupae and flea larvae) for up to (3 months) (90 days)
With pyriproxyfen (IGR) to bveak flea life cycte

Dual Action(f): fiproni! and pyriproxyfen ({GR) effectively breaks the flea life cycle

Kitl fleas that may cause Flea Allergy Dermaiitis (FAD) or flea-bite anemia

Effective monthly control of adull fleas

Kils fleas

Easy to apply, control of (for} fleas that lasts for up to 1 month (4 weeks)

Protects (your cat and kitlen 8 weeks of age or older) from fleas for up to one month {4 weeks)

Protects from fleas for up to one month (4 weeks)

Kilts adult fleas for up to one month (4 weeks)

Apply monihly (al! year) for control and prevention of fleas

Regular {monthly) use breaks the fiea life cycle

EFFIPRO® PLUS Topica! Solution for Cats (rapidiy) kills fleas that may cause Flea Allergy Dermatitis (FAD)
EFFIPRO® PLUS Topical Solution for Cats kills fleas on your cat

Kills adult fleas which may cause Flea Allergy Dermatitis (FAD)

Kills fleas whichvthat may cause flea-bite anemia

Fleas do not have to bite o die

Protects your cat from flea infestation that may cause flea-bite anemia

The successive feeding activity of fleas on cals may elicit a hypersensitivity skin disorder known as Flea Allergy
Dermatitis (FAD)

Protects cats and kittens over 8 weeks of age from fleas for up to one month (4 weeks)
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*  Kills mosquitoes
«  Kills mosguitoes for up lo 28 days

[All others)

Chewing lice infestations are rapidly eliminated

May be used onty on kittens from 8 weeks of age
Begins working upon application

Once monthly application

Single application lasts up to 4 weeks (one month)
Easy and corwvenient application (applications)

Casy to apply spot-on (topical} application
Convenient, easy to apply

Convenient to use (easy to apply}

Convenient to use (easy to apply) topical applicalion
Convenient topical application (for cals)

Easy, spot-on (topical) application

Quick drying, non-greasy

Awvailable from licensed veterinarians

1 (3, 6, 36) applicator(s) (tubefs) of 0.047 1 oz (0.5 mL)
1 (3. 6, 36} applicator(s) {tubefs)) 0.017 fl 0z (0.5 mL)
t (3, 6, 36) month(ly) dosa(s) {applicalion[s)}

1 applicator (fube) 1 month(ly) dose

3 applicators (tubes) 3 (monthly) doses

& applicators (tubes) 6 (monthly) doses

36 applicators (tubes) 36 (monthly) doses oo
t applicator containing 0.0t7 flez (0.5 mL) .
3 (6.36) applicators each containing 0.047 floz (0.5 mL)

Rermains effective after exposure to sunlight

Rernains effective after bathing

Remains effective even after hathing, water immersion or exposure to rain or sunlight

Remains effective even after bathing

Remains effective after exposure {o rain and sunlight

Stilt works after bathing, or exposure to sunlight

EFFIPRO™ PLUS Topical Solution for Cats is effective after balhing, shampooing, water immersion, or sunlight
exposure.

Stilt works after exposure to sunlight

= Waterproof {remaing effective affer bathing and swimming)

EPA Reg. No. 2382-XXX Pending Master Label, page 5 of 3
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{Master Label}
Virbac’s Master Label

Date December 13, 2011 Version US.7 EPA Reg. No. 2382-X{X
Fipronil + Pyriproxyfen Topical Solution for Cats

®
EFFIP LUS TopPicAL SOLUTION FOR cATS

FOR USE ONLY ON CATS AND KITTENS 8 WEEKS OLD OR OLDEé':f:;g;%

ACTIVE INGREDIENTS:
FIBIORIL 1.ttt rtsrat et e s e caa s s e et ss s o bas am e bras saas e mans emamee e ras e s b SR e st et s et e b

Pyriproxyfen. ...............
OTHER INGREDIENTS: .

TOTAL: ... eSS e e e R RS AE AR A4S R AR LA b bR b S SRl AR A E RS 4n e s bre

KEEP OUT OF REACH OF CHILDREN
CAUTION

READ ENTIRE LABEL BEFORE EACH USE &zé@

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
HAZARDS TO HUMANS

Harmaful if swallowed, Causes moderale eye Irilation. Avoid conlact with skin, eyes, or clothing. Wash hands theroughly with
soap and waler after handling and before eating, drinking, chewing gum, using lobacco, or using the loilel.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do nol uge on kittens under 3 weeks of aga. Individual sensitivities, while rare, may occur after using
ANY peslicide producl, Possible lemporary Inilatlon may occur al the sile whare EFFIPRO® PLUS Topical Solution for Cals
was applied. Conlact a velerinarian immedialely if signs becoma persisient or become more severe during the first few days
following anplication. If an unusual reaction is observed following inilial application, a velerinarian shotdd be consulled bafore
repealing applicaion. Ceraln medicalions can Interact with pastickdes. Consull a veterinarian before using on medicaled,
debililaled o aged cals.

FIRST AID

IF SWALLOWED: +  Calta poison cortrol cenler or doctor immediately for treaiment advice.

= Have pemson sIp a glass of waler if able 1o swallow.

+ Do nol induce vomiting unless 1oid 1o do 50 by & poison control center or doclor.
«  [g not give anything by mouth 16 an unconsclous person.

IF IN EYES: +  Hold eye open and rinse stowly and gently with waler for 15-20 minutes.
+  Remove contacl lenses, if presenl, after the lirsl 5 minutes, then continua rinsing aye.
*...Call a poison control cenler or doctor for trealment advice.

IF ON SKili OR +  Take off contamlnated clothing.
CLOTHING: . . . :

«  Rinse skin immediately wilh plenty of waler for 15-20 minules.
+ _ Call a poison cordrol cenler or doctor for treatment advice.

Have product contalner or label with you when calling a poison control center or doctor, or going for treatment.
You may alsc conlact the Hotiine number 1-800-338.3659 for human and vetertnary health: concerns, emergency
medical fraaiment Information or pesticide Incléents.

DIRECTIONS FOR USE
11 Is a violation of Federal law 1o use this product In any manner inconsistent wilh ils labeling. Do notl allow children 10 appy
praduct. TO PREVENT HARM TO YOU AND YOUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.
FOLLOW ALL DIRECTIONS AND FRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY. DO NOT US<E (N
RABBITS. D0 NOT USE CON OTHER ANIMALS.

EPA Heg. Mo, 2382-XXX Pending Maner Label, page 1 ol'5
12/16/20H
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{Master Label}

Virbac’s Master L.abel

Date December 13, 2011 Version  US.7 EPA Reg. No. 2382-XXX
Fipronil + Pyriproxyfen Topical Solution for Cats

EFFIP TOPICAL SOLUTION FOR CATS

FOR USE ONLY ON CATS AND KITTENS 8 WEEKS OLD OR OLDER
ACTIVE INGREDIENTS:

Figronil
Pyriproxyfen.............
OTHER INGREDIENTS;

TOTAL: ...cvie

................................................................................................................................................ 9.5%

KEEP OUT OF REACH OF CHILDREN

CAUTION
READ ENTIRE LLABEL BEFORE EACH USE

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
HAZARDS TD HUMANS

Harmtul if swallowed. Causes moderate eye imtalion. Avoid contact with skin, eyes, or ¢lothing. Wash hands thoroughly with
soap and water after handling and before ealing, drinking, chewing gum, using tobacco, or using the toilet.

HAZARDS TC DOMESTIC ANIMALS

For external use anly. Do not use on kiltens under 8 weeks of age. Individua! sensitivities, white rare, may occur atter using
ANY pesticide product. Possible temporary iritation may occur at lhe site where EFFIPRO® PLUS Topical Solution for Cats
was applied. Contact a vetenrarian immedialely if signs becoma persistent or bacome more severe during the first few days
following application. If an unusual reaction i chserved following inillal applicalion, a veterinarian should be consulted before
repeating application. Cedain medications can interact with pesticides. Consult a veterinarian before using on medicated,
debilitated or aged cats.

FIRST AlD

IF SWALLOWED: «  Call a poison contrel center or doclor immediately for treatment advice.

» Have person sip a glass of water if able to swallow.

+  [o not induce vomiiing unless toid to do 50 by a poison contro! center or doctor.
« .00 not give anything by mouth to an unconscious person.

" IF IN EYES: +  Hold aye open and rinse stovdy and gently with waler for 15-20 minules.
v Remove contact lenses, if presenl, after thix first 5 minutes, then continue rinsing eye.
» alt apoison conlrol center or doclor for freatment advice.

. IF ON SKIN OR o Take off conlaminaled clothing.
CLOTHING: - . . . .

= Flnse skin immediztely wilh plenty of water for 15-20 minutes,
«  Call g poison contrgl cenler or doctor for lreatment advice,

Have product contalner or label with you when calling a polson control center or doctor, or golng for treatmant.
You may alse contact the Hotline number 1-800-338-3653 for human and veterinary health concems, emergency
medical treatment information or pesticlde Incidents.

DIRECTIONS FOR USE
it is & violation of Federal law to use this progduct in any manner Inconsistent with ils labsilng. Do not allkow children lo appy
product, TO PREVENT HARM TO YCU AND YOUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.
FOLLOW ALE BHRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY, DO NOT US< ON
RABBITS. DO NOT USE ON OTHER ANIMALS.

EPA Reg. No. 2382-XXX Peading Mastec Label, page L of §
137362011
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For killing fleas, flea aggs, fiea larvae, all stages of Brown dog licks, American dog ticks, Lone Slar licks, and Deer ticks
{thal {whichj may lransmil [carry] Lyme disease), mosquiloes, and chewing lice; apply to CATS or KITTENS {8 weeks oid or
older) as foliows:

APPLICATION DIRECTIONS
1 Remove one applicator frem packaging.
Hold applicator upright and remove cap.
2 Invert cap and place olher end back onto apaticator tip.

Push cap down to break s=al.
Remove cap prior o treatment application,
3 Part cat's hair between shoulder Bades until skin is visible.
Place applicalor tip directly against exposed skin,
Ceposit enlire conlents by squeezing the applicalor at 2 single site on cat's skin.
Ensure thal EFFIPRO* PLUS Yoplcal Selution for Cats is not appliad superficially on cal’s hair.

FREQUENCY OF APPLICATION

EFFIPRO? PLUS Topical Solution for Cals will kil fess, licks and chewing lice when applied monihly.

Fleas: EFFIPRO® PLUS Topical Solufion for Cats can centrol fleas for up 1o six weeks. Apply monthly it your cal has fleas that
may cause Flea ABergy Dermatitis (FAD), or i reinfestation is likely. EFFIPRO® PLUS Topical Solution for Cals can control fiea
en0s {and IanraeLfor up 1o three monthis {80 days).

Ticks: EFFIPRC™ PLUS Topital Solution for Cals can kill ticks for 2 month or longer. Apply monthly where lick control is
consistently nseded.

Chewlng Lice: EFFIPROE PLUS car: kill chewing lice for a month of longer. Apply monthly were chewing lice controtl is
consislenlly needed.

Mosqulloes: When applied monlhly, EFFIPRO® PLUS Topical Sclution for Cals can kill mosguitoes within 24 haurs {for up 1o
14 days}, and wilhin 48 hours {lor up to 28 days).

Notes: Wait af least 30 days before re-application of EFFIPRO™ PLUS Topical Solution for Cats. Avoid contacl with trealed
area until dry.

STORAGE AND DISPOSAL
Do not contamingie waler, food, or feed by sicrage amd disposal.

STORAGE: Store unused product In orlgingl cenlainer oaly, cut of raach of children and animals.
PESTICIDE fCONTAINER DISPOSAL: If empty: Nonrefllable conlainer. Do nol reuse of refill this centalner. Offer for recycling,
if available. If partfally filled; Call your local solid wasle agency for disposal instiructions. Never ploce unused product down
any indoor or outdoor drain.

LIMITED WARRANTY AND DISCLAIMER
To the extenl conglster with applicable law, buyer zssumes all risks of use, Slorage, or handling of fhis product not in
accordance with directions. Buyer anrl user assume all risks of use ami handling of his malerial when such use and handling
are contrary lo label instructions. T¢ the exdent consislent wilh applicable faw, any damage ansing from a breach of this
warranly shall be limiled to direct damages and shall not include consequenlial commercial darmages such as loss of Lrofit o
values.

Nei Contents: 1, 3, 6 or 36 single-dose applicalor{s) per package. Each applicalor conlaing 0.017 f1 oz {0.5 mL) of solulien,
{Detachable) calendar {monthly spplication) reminder stickers with {illustratlon of cal or kitten),

EPA Reg. Ho. 2382-XXX
EPA Esl. No. 2382-XXX

VIRBAC AH, INC.

PO BOX 162059

FORY WORTH, TX T61561
1-800-338-3659

EPA Rep. No. 2382-XXX Pending Master Label, page 2 of 5
L2716/381 |
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Made !n France

EFFIPRC® is a reglsiered trademark of Virbac S.A. in the Uniled States.
Questions or conrments?

Catl: 1-800-338-365%

{Text

for Front Panel, Back Panel and Side Panel}

See package inseri(s) for directions for use and frequensy of application
Open resealable tabel for directions for use
Open resealable tabel for directions for use and storge and disposal

See back

panel for additional precautionary statements

Seea package inseri(s) for frequency of application

See enclo
See enclo

sed inseri(s) for directions for use and storage and disposat
sed inseri(s) for diractions for use

Use conly on cats
For Lise on Cats only
Onty for cals and kiltens 8 weeks old or clder

(1.3, 60or

36) applicator(s) 0.047 # oz (0.5 mt)

Photograph of cat or kitten

Lift here to open (LIFT HERE TO OPEN)

{Text

Virbac

for Foil of Blister package}

EFFIPRO® PLUS Topicat Solution for Cats
Only for use on cats J 0.047 fl oz (0.5 mi)
Contains fipronit (9.5%) and pyriproxylen (t1.5%)

KEEP OUT

OF REACH OF CHILOREN

CAUTION
See full labet for sddilional directions

EPA Reg.

{Text

No. 2382-XXX

for Applicator Tube}

Virbac
EFFIPRO®PLUS
Topical Sotution for Cats
Only for use on cits
0.017 ft oz {0.5 i)

Contzins fipronil (9.5%) and pyriproxyfen (11.5%)

KEEP OUT OF REACH
OF CHILDREN
CAUTION
See fuf label for additionat directions
EPA Reg. No. 2382-XXX

MARKETING CLAIMS

{Muttipte tnfestations]

For corvenient, quick-acting, long{asting, effective control of fieas, flea egys, flea tarvae, ticks, mosquitoes and
chewing lice (for CATS and KITTENS 8 weeks old or older).

For convenrdent, quick-acting, long-{asling, effective conlrol of fleas, ticks, mosquitoas and chewing lice (for CATS and
KITTENS 8 weeks old or older).

EFEIPRO® PLUS Topical Solution for Cats contains the active ingredient fipronil, which controls infestations caused
by fleas, ticks, mosquiloes and chewing lice (on cats) {8 weeks old or older).

EFFIPRO® PLUS Topical Solution for Cals cotains the active ingredient pyriproxyfen, which controls reinfestation
caused by flea egys, fiea larvae (on cais) (8 veeks old or oider).

For killing fizas, all stages of Brown dog ticks, American dog ticks, Lone Starticks, and Deer ticks, (whichfthat may
carry (fransmit) Lyme disease), mosquitoes and chewing lice; apply to CATS or KITTENS (8 weeks old or older) as
follows: (followed by application directions).

Persislent flea and tick efficacy for up (o ene ronth (4 weeks) (30 days)

Prevents flea and tick (re-Yinfestation for up o ong monih (4 weeks)

Effective monthly applicatio for (on) fieas aml ticks

EPA Rep. No. 2382-XXX Pending Masier Labef, page 3ol

12416:201 1
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[Fleas]
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[Ttcks)

Effective monthly application for cats (and kittens) against fleas and ticks

Kills fleas and ticks for up to one month (4 weeks)

Kils fleas, ticks, mosquitoes and chewing lice

Kills fleas, ticks, mosquitoes and fice

Kills, fleas, flea egys, Rea larvae, ticks, mosquiloes and chewing lice

Kills, fieas, flea eggs. fea larvae, ticks, mosquitess and lice

Apply monthiy for controt and prevention of fleas and ticks

Protects a@ainst Reas and ticks for up to one month

EFFIFRC™ PLUS Topicat Sclution for Cats will kill fizas, ticks and chewing tice when applied monthiy.

fluas: EFFIPRO® PLUS Topical Solution for Cals can controt fieas. fiea eggs and fisa tarvae for up o (shx weeks)
Apply monthiy # %}ur cal has flsas that may cause Flea Atergy Dermatitis, or # reinfastation ts likety,

Ticks: EFFIPRO™ PLUS Topical Solution for Cats can kill ticks for a month or longar. Apply monthly where tick controt
is consislently needed,

Mosquitoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kill mosguioes within 24 hours
{for up to 14 days), and within 48 hours (for up to 28 days).

Nofes: Wait at loas! 30 days before re-applicstion of EFFIPRO® PLUS Topical Solution for Cats. Avoid contact with
treated area untll dry.

Kills newly emerged adult fleas prior to egg-taving

Kilis fleas that may transmit bardoneliosis

Kills fleas that may fransmit bartonelosis, fularamia and tapawom

Kills fieas that may transmit diseases, including barloneliosis, tularemia and tapeworm

Kills fieas that may transmi diseases, including bartoneliosis, tularemia and tapeworm infestations

Kls fieas that may transmit diseases, including baronelosis and tularemia

Kitls Beas, flaa egys and flea lwvae

Prevants development of alt flea stages (fea £30s, flea pupae and flea larvae) for up to (3 months) (80 days)
Kills flza eggs for upto (3 months) (80 days)

Stenlizes and kills feas

Stedlizes fieas for up to (3 months) (80 days)

Prevents all flaa slages (adult fleas, flea 2gs. flea pupae and flea larvae)

Prevents davelopment of all fles stages (fea egps, flea pupae and flea larvae) for up to (3 months) (30 days)
With pyriproxyfen ({GR) to break flea life cycle

Dual Action(!): fipronil and pyriproxyfen (GR) effactively breaks the flea life cycle

Kill fleas that may cause Flaa Allergy Dermatit's (FAD) or flea-blle anemta

Effective monthly control of adult fleas

Kills fieas

Easy to apply, conirol of (for) fleas that tasts for up to 1 month (4 wegks)

Protects {your cat and kitten 8 waeks of age or older) from fleas for up 10 one month (4 waeks)

Protects from flzas for up to one month (4 weeks)

Kifis adult $eas for up to one month (4 weaks}

Apply monthly (all year) for control and prevention of fleas

Regular (monihly) use breaks tha flea life cycle

EFFIPRO® PLUS Topical Solution for Cats (rapidly) kills flaas that may cause Flea Allergy Darmatitis (FAD)
EFFIPRO® PLUS Topicat Solutton for Cats kills fieas on your cat

Kills adult flaas which may cause Flea Allergy Dermatitis (FAD)

Kille Beas which/thal may cause flea-bite aneria

Fieas do not have to bite to die

Protects your cat from flaa infestation that may cause flea-bite anemia

The succassive feading activity of fleas on cats may elicit a hypersensitivity skin disorder known as Flea Aliecgy
Dermalitis (FAD)

Protects cats and kiftens ovar 8 weeks of age from flzas 1or up to ong month (4 weeks)

Prevents flea (re-jinfestation for up to ona month (4 weeks}

Prevents flea aggs from hatching or developing into tarvae or adult stages (for up to 80 days (3 months))

Kills all stages of Brown dog ticks, American dog ticks, Lone Star ficks, and Deer ticks {nchuding those which {that]
may transmit camry] Lyme disease, Rocky Moimtain Spotted Fever, babeslosls, ehrichiosts, anapiasmosis and
Cytauxzoonsis)

Kilts ticks, including those that may transmit Lyme disease

Kills ticks including Deer ticks (which may transmit Lyme disease), Amencan dog ficks (which may transmil Recly
Mountain Spotted Fever), Brown dog ticks (which may transmit ehriichlosis), and Lone Siar ticks (which may transmit
hepatozoonesis) for up to one month (4 weeks)

Kiils ticks including Deer ticks (which may transmit Lyme disease}, American dog ticks (which may transmit Rocly
Mountatn Spofted Fever) and Brown dog ticks (which may transmli ehrlichios!s) for up io one menth (4 weeks)

Kills Brown dog ticks (Riplcephalus spp), Amancan dog ticks {Dermacaentor variabis), Oser ticks (fxodes spp). and
Lone Star ticks (Amblyomma americanum) for up to one monti (4 weeks)

Kills Ambtyornma americarms (Lone Star ticks) for up to & waeks (for up to one month)

Protects from ticks for up to one month

[Mosgultoes}

EPA Reg. No, 2382-XXX Pending Master Label, page 4 of 5
t2716:2011
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e Kills mosquitoas
»  Kitls mosquitoss for up {o 28 days

Al others)

Chewing Ece infestations are rapidly eliminated

May be used only on kittens from 8 waeks of age
Begins working ugon application

{Once monihty apptication

Single application lasts up lo 4 weeks (one month)
Easy and convenient application (applications)

Easy lo apply spot-on ({opical) application

Convenient, easy o apply

Conveniant {o use (easy lo apply)

Conveniant {0 use (easy o apply) lopical apptication
Convenlent topicat applcation (for cats)

Easy, spot-on {lopicat) application

Quigk drying, non-greasy

Available from ticensed vetennarians

1 (3, 6. 36) applicator(s) (tudefs)) of 0.0t7 fi ox (0.5 mL)
% (3, 6, 36) applicator(s) (lubefs]) 0.047 fl oz (0.5 mL)

1 (3, 6, 36) month{ty} dose(s) {application{s))

1 applicator (lube) 4 monthily) dose

3 applicators {{ubes) 3 (monthly) doses

6 applicalors {tubes) & (monthly) doses

36 applicators (fubes) 36 {(nonthly) doses

1 applicator containing 0.017 fl oz (0.5 mL)

3 (6,36) applicators each containing 0.017 fi oz (0.5 mi)
Remains effective afler exposure 1o sunlight

Remains effeclive after bathing
-Remalns offective even after bathing, water immersion or exposure o rain or sunlight
Remains effeclive even after bathing

Remalns effective after exposure to rain and sunlight
Shl works after bathing, or axposure {o suntight
EFFIPRO® PLUS Topical Solution for Cals is effective after bathing, shampooing, waler immersion, or suniight
exposure.

St works alter exposure to sunkight
»  Walerproof (remains effective afler bathing ard swimming)

L I B R BN I DL DK N TN N DEE DR DAY Y B RETRENCIETRE R T T BT TN T T R R )

EPA Reg. No. 2382-XXX Pending Master Label, page S of &
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{Master Label}
Virbac’s Master Label

Date December 13, 2011 Version US-7 EPA Reg. No. 2382-XXX
Fipronil + Pyriproxyfen Topical Solution for Cats

Virbac
EFFIPRO®PLUS TopicaL SOLuﬂ@N FOR CATS

FOR USE ONLY ON CATS AND KITTENS 8 WEEKS OLD OR OLDER

ACTIVE INGREDIENTS:
o7 U S S O SO U STUSUUURP O ORI
Pyriproxyfen...

OTHER INGREDIENTS: ...ttt rern s rere e s ss v e seenas

KEEP OUT OF REACH OF CH:LDREﬁ
CAUTION

READ ENTIRE LABEL BEFORE EACH USE

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS AND DOMESTIC ANIMALS

HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye imtation. Avoid conlact with skin, eyes, or clothing. Wash hands thoroughiy with
soap and waler afler handling and before eating, drinking, chewing gum, using tobacce, or using the toilel.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on kittens under 8 weeks of age. Individual sensitivities, wh:le rare, may occur after using
ANY pesticide product. Possible temporary inritation may oscur at the site where EFFIPRO® PLUS Topical Solution for Cals
was applied. Contact a veterinarian immediately if signs become persistent or become more severe during the first few days
following application. if an unusual reaclion is observed following initial application, a veterinarian should be consulled before
repeating application. Certain medications can injeract with pesticides. Consult a veterinanan before using on medicated,
debilitaled or aged cats.

FIRST AlD

IF SWALLDWED: = Call a poison conirot center or doclor immediately for treatment advice.

« Mave person sip a glass of water if able to swallow.

« Do notinduce vomiling untess told to do so by a poison control center or doctor.
« Do not give anything by mouth to an unconscious person.

IF IN EYES: «  Hald eye open and rinse slowly and gently with water for 15-20 minutes.
«  Remove contact lenses, if present, after the first 5 minutes, then continue ninsing eye.
* Call a poisan contral cenler or doctor for treatment advice.

L

IF ON SKIN OR ¢  Take off contaminated clothing.

CLOTHING: ¢  Rinse skin immediately with plenty of water for 15-20 minutes.

«  {Zall a poison control center or doclor for treatment advice.

Have product container or labe! with you when calling a polson control center or doctor, or going for treatment.

medical treatment information or pesticide incldents.

i

DIRECTIONS FOR USE
it is a violalion of Federal law to uss this product in any manner inconsistent with its labeling. Do not allow children to apply
product. TO PREVENT HARM TO YOU AND YOUR CAT, READ ENTIRE LABEL AND DIRECTIONS BEFORE EACH USE.”
FOLLOW ALL DIRECTIONS AND PRECAUTIONARY STATEMENTS CAREFULLY. USE ON CATS ONLY. DO NOT U‘%E ON
RABBITS. DO NOT USE ON OTHER ANIMALS. .

EPA Reg. No. 2382-XXX Pending Master Label, page | of 3
12/16/201E

113



For killing fleas, flea eggs, flea larvae, all stages of Brown dog ticks, American dag ticks, Lone Star ticks, and Beer ticks
{that {which} may transmit {carry} Lyme disease), mosquiloes, and chewing lice; apply to CATS or KITTENS (8 weeks old or
older) as follows:

APPLICATION DIRECTIONS
t. Remeove one applicator from packaging.
Hold applicator upnght and remove cap.
2, Invert cap and place other end back onto applicator tip.

Push cap down to break seal.
Remove cap prior to treatment application.
3. Part cat's hair between shoulder blades until skin is visible.
Place applicator tip directly against exposed skin.
Beposit entire contents by squeezing the applicalor at a single site on cat's skin.
Ensure that EFFIPRO® PLUS Topical Solution for Cats is not applied superficially on cat's hair.

FREQUENCY DF APPLICATION

EFFIPRO® PLUS Topical Solution for Cats will kill fleas, ticks and chewing lice when applied monlhly.

Fleas: EFFIPRO® PLUS Topical Solution for Cats can contro! fleas for up to six weeks. Apply manthly if your cat has fleas that
may cause Flea Allergy Dermatitis (FAD), or if reinfestation is likely. EFFIPRCY PLUS Tapical Solution for Cals can contro! flaa
eqggs {(and larvaegafor up to three months (90 days}).

Ticks: EFFIPRO™ PLUS Topica!l Solution for Cats can kil ticks for a month or longer. Apply monlhly where tick controt is
consistently needed.

Chewing Lice: EFFIPRO® PLUS can kil chewing lice for a month or longer. Apply monlhly were chewing lice contro! is
consistently needed.

Mosquitoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kil mosquitoes within 24 hours (for up to
t4 days), and wilhin 48 hours {for up lo 28 days).

Notes: Wail at feast 30 days before re-application of EFFIPRO® PLUS Topica! Solution for Cats. Avoid contact with trealed
area untit dry.

STORAGE AND BISPDSAL
Bo not contaminate water, food, or feed by storage and disposal.

STORAGE: Store unused product in original container only, out of reach of children and animals.
PESTICIDE /CONTAINER DISPOSAL: If empty: Nonrefillable container. Do not reuse or refill this container. Offer for recycling,
if available, If partially filled: Call your local solid waste agency for disposal instructions. Never place unused product down
any indoor or outdoor drain.

LIMITED WARRANTY AND B{SCLAIMER
To the extent consistent with applicable taw, buyer assumes all risks of use, storage, or handliing of this product not in
accordance with directions, Buyer and user assume all risks of use and handling of this material when such use and handling
are contrary to label instructions, To the exient consistent with applicable law, any damage arising from a breach of this
warranty shall be limited to direct damages and shall not include consequential commercial damages such as loss of profit or
values. PR

Net Contents: t, 3, § or 36 single-dose applicator{s) per package. Each applicator contains 0.0t7 fl 0z (0.5 mL) of sohution.,  *,

{Detachable) calendar {monthly application) reminder stickers with {ilustration of cat or kitten).
EPA Reg. No. 2382-XXX o
EPA Est. No. 2382-XXX

VIRBAC AH, INC.

PO BOX 162052
FORTWORTH, TX T6161
1-800-338-3659

£PA Reg. No, 2382-XXX Pending Master Label, page 2 of' 5
12/16/2011
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Made in France

EFFIPROYis a registered trademark of Virbac S.A. in the United States.
Questions or comments?

Catt: 1-800-338-3659

{Text for Front Panel, Back Panel and Side Panel}

See package insert{s) for directions for use and frequency of application
Open reseatable label for directions for use

Open resealable label for directions for use and storage and disposal
See back panel for additional precautionary stalements

See package inserl(s) for frequency of applicalion

See enclosed inseri{s} for directions for use and storage and disposal

See enclosed insert(s} for directions for use

Use only on cals

For Use on Cals only

Only for cats and kittens 8 weeks old or older
(t. 3, 6 or 36} applicator(s) 0.017 fl 0z (0.5 ml)

Photograph of cat or kitten

Lift here {o open (LIFT HERE TG OPEN)

{Text for Foil of Blister package}

Virbac

EFFIPRO® PLUS Topical Solution for Cals

Only for use on cats f0.0t7 fl oz (8.5 ml}
Contains fipronil (8.5%} and pyriproxyfen {11.5%)
KEEP QUT OF REACH OF CHILDREN

CAUTION

See full label for additional directions

EPA Reg. No. 2382-XXX

{Text for Applicator Tube}

Virbac
EFFIPRO®PLUS
Topical Sclution for Cats
Onty for use on cats
0.017 fl oz (0.5 mL)
Contains fipronil (9.5%) and pyriproxyfen (£1.5%)
KEEP QUT OF REACH
OF CHILDREN
CAUTION
See full label for additional directions

EPA Reg. No. 2382-XXX

MARKETING CLAIMS

[Muttiple infestations]

+  For convenient, quick-acting, long-lasting, effective control of fleas, flea eggs, fiea larvae, ticks, mosquiloes anu

chewing lice {for CATS and KITTENS 8 weeks old or older).

+  For convenient, quick-acting. long-tasting, effective control of fleas, ticks, mosquitoes and chewing lice (for CA 1 S dﬂd

KITTENS 8 weeks old or older).

= EFFIPRO® PLUS Topical Solution for Cats contains the active irgredient fipronil, which controls infestations caused

by fleas, ticks, mosquitoes and chewing lice {on cats) (8 weeks old or older).

+  EFFIPRO® PLUS Topical Solution for Cals contains the active ingredient pyriproxyfen, which controls reinfeslation

caused by flea eggs, flea larvae (on cals) (8 weeks ofd or older).

= Forkilling fleas, all stages of Brown dog ticks, Amencan dog ticks, Lone Star ticks, and Deer ticks, (whichithat pnav v
carry {fransmit} Lyme disease), mosquiloes and chewing lice; apply o CATS or KITTENS (8 weeks old or older) as

follows: (followed by application directions).

+  Persistent flea and tick efficacy for up {o one month (4 weeks) (30 days)
+  Prevents flea and fick ({re-Jinfestation for up o ¢ne month (4 weeks)

+  Effective monthly applicalion for (on} fleas and ticks

EPA Reg. No, 2382-XXX Pending Master Label, page 3 of 5
12/16/2011
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|Fleas]

Ticks)

Effective monthty application for cals (and kittens) against fleas and ticks

Kills fleas and ticks for up to one month (4 weeks)

Kills fleas, ticks, mosquiloes and chewing lice

Kills fleas, ticks, mosquitoes and lice

Kills, fleas, flea egys, flea larvae, ticks, mosquitoes and chewing lice

Kills, fleas, flea eggs, fiea larvae, ticks, mosquitoes and lice

Apply monthly for contrel and prevention of fleas and ticks

Protects agaanst fleas and ticks for up to one month

EFFIFRO® PLUS Topnca! Solution for Cats will kill fleas, ticks and chewing lice when applied monthly,

Fleas: EFFIPRO® PLUS Topicat Solution for Cats can control fieas, flea eggs and flea larvae for up to (six weeks)
Apply monthly if your cat has fleas that may cause Flea Allergy Dermatitis, or if reinfestation is likely,

Ticks: EFFIPRO® PLUS Topical Solution for Cats can kit ticks for a month or langer. Apply monthly where tick control

is consistently needed.

Mosguitoes: When applied monthly, EFFIPRO® PLUS Topical Solution for Cats can kil mosquitoes within 24 hours
(for up to 14 days), and within 48 hours (for up to 28 days).

Notes: Wait at least 30 days before re-applicalion of EFFIPRO® PLUS Tepical Solution for Cats. Avoid conlact with
trealed area until dry,

Kills newly emerged adult fleas prior to egg-laying

Kills fleas that may transmit barfenefosis

Kilts fleas that may transmit barfoneflosis, tularemia and tapeworm

Kills fleas that may transmit diseases, including bartonelkosis, tutaremia and tapeworm

Kills fleas that may transmit diseases, inctuding barfcnelksis, tularemia and tapeworm infestations

Kills fleas that may fransmit diseases, including barlonellosis and tutaremia

Kills fleas, flea eggs and flea larvae

Prevents development of aliflea stages (flea eggs, flea pupae and flea larvae) for up to (3 months) (90 days)
Kilts flea eggs for up to (3 months) (80 days)

Sterilizes and kills teas

Sternilizes fleas for up to (3 months) (90 days)

Prevents 2!l flea stages (adult fleas, flea eggs, flea pupae and flea larvae)

Prevents development of all flea stages (flea eggs, flea pupae and flea larvae) for up to (3 months) (90 days)
With pyriproxyfen {{GR) to break fiea life cycle

Dual Action(!): fipronil and pyriproxyfen (IGR) effectively breaks the flea life cycle

Kill fleas that may cause Flea Allergy Dermatitis (FAD) or flea-bite anemia

Effective monthly control of adult fleas

Kills fleas

Easy to apply, control of (for) fleas that lasts for up te 1 month (4 weeks)

Protects (your cat and kitten § weeks of age or older) from fleas for up to one month (4 weeks)

Protects from fleas for up to one monih (4 weeks)

Kills adult fleas for up to one month (4 weeks)

Apply monthly (all year) for control and prevention of fleas

Regular {monihly) use breaks the flea life cycle

EFFIPRO® PLUS Topical Selutien for Cats (rapidly) kills fleas that may cause Flea Allergy Dermatilis (FAD)
EFEIPRO” PLUS Topical Solution for Cats kills fleas on your cat

Kills adult fleas which may cause Flea Allergy Dermatifis (FAD)

Kills fleas which/that may cause flea-bite anemia

Fleas do not have to bite to die

Protects your cat from flea infestation that may cause figa-bite anemia

The successive feeding activity of fleas on cats may elicit a hypersensitivity skin disorder known as Flea Allergy
Dermatitis (FAD)

Protects cals and kittens over § weeks of age from fleas for up to one month (4 weeks)

Prevents flea (re-Jinfestation for up to one month (4 weeks)

Prevents flea eggs from hatching or developing intc larvae or adult stages (for up to 90 days {3 months))

Kills all stages of Brown dog ticks, American dog ticks, Lone Star ticks, and Deer ticks (including those which (‘ﬁal]
may transmit {carry] Lyme disease, Rocky Mountain Spotted Fever, babesiosis, ehrichiosis, anaplasmosis and
cytauxzoonosis)

Kills ticks, including those that may transmit Lyme disease

Kills ticks including Deer ticks (which may transmit Lyme disease) Amencan dc-g ticks (which may transmlt Rocky )
hepatozoonosis) for up tc onemonth{(dweeks) o
(ills ticks including Deer ticks (which may transmit Lyme disease )}, American dog ticks (which may fransmit Rocky
Mountzin Spotted Fever) and Brown dog ticks (which may transmit ehrlichiosis) for up to one month (4 weeks):

Kills Brown dog ticks (Rhipicephalus $pp), American dog ticks (Dermacenfor varfabifis), Deer ticks (fxodes spp), and
Lone Star ticks (Ambfyomma americanum) for up to one month (4 weeks)

Kills Amblyomma americanum (Lone Slar ticks) for up o 4 weeks (for up to one month}

Protects from ticks for up to ong month

IMosquitoes] I

EPA Reg, No. 2382-XXX Pending Masler Label, page 4 of 5
1271612011
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= Kills mosquitoes
. Kilis mosquitoes for up to 28 days

[Ait olhers)

Chewing lice infestations are rapidiy eliminaled

May be used only on kittens from 8 weeks of age
Begins working upon application

Onge monthly application

Single application lasts up to 4 weeks {one month}
Easy and convenient appiication {applications}

Easy to apply spot-on {topical} application

Convenient, easy 10 apply

Convenient {0 use (easy lo apply}

Convenient to use (easy to apply} topical application
Convenient topical application {for cats}

Easy, spot-on {topical) application

Quick drying, non-greasy

Available from licensed veterinarians

1(3, 6, 36) applicator(s} (tube{s)} of 0.017 fl 0z (0.5 mL)
1(3, 6, 36} applicator(s} {tube(s)} 0.017 fl oz (3.5 mL.}

1 {3, 8, 368) month{ly} dose(s) {application)s])

1 applicator {tube) T month{ly) dose

3 appiicators {tubes) 3 {monthly} doses

6 applicators {lubes) 6 {monlhly) doses

36 applicators {ubes) 36 (monthly} doses

f applicator containing 0.017 fl oz {0.5 mL}

3 (6,36} applicators each containing 0,017 fi 0z (0.5 mlL}
Remains effective after exposure to sunlight

Remains effective after bathing

Remains effective even after bathing, water immersion or exposure 1o rain or sunlight
Remains effective even after bathing

Remains effective after exposure to rain and sunlight
Stilf works after balhing, or exposure to sunlight
EFFIPRO® PLUS Topica! Solution for Cats is effective after bathing, shampooing, waler immersion, or sunlight
exposure.

Still works after exposure to sunlight

= Waterproof {remains effective after bathing and swimming}

EPA Reg. No. 2382-XX X Peuding Master Label, page 5 of 5
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UNITED STATES ENVIRONMENTAL PROTECTION AGEHCY
WASHINGTOR, O C. 20460

Ageus?
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% <
L ppal December 29, 2011 OFFICE OF CHEMICAL SAFETY
ST POLLUTION PREVENTION

VIRBAC AH, INC.

VIRBAC AH, INC,

13001 ST. CHARLES ROCK ROAD
BRIDGETON, MO 63044

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 16-DEC-11. Our staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. I you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.

118



S S, UNI1eD STATES ENVIRONMENTAL PROTEUTION AGENCY

& 5 WASHINGTON, D.C. 20460
\W7 ¢
% %

M1 ppote

December 19, 2011
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-458840
EPA File Symbol or Registration Number: 2382-R1I
Product Name: EFFIPRO PLUS TOPICAL SOLUTION FOR CATS

EPA Receipt Date: 16-Dec-2011
EPA Company Number: 2382
Company Name: VIRBAC AH, INC.

CRAIG PARKS

VIRBAC AH, INC.

P.O. BOX 162059

FORT WORTH, TX 76161

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your application and certification of
payment. If you submitted data with this application, the results of the PRN-86-5 screen will be
communicated separately. During the administrative screen, the Office of Pesticide Programs
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act,

The Action has been identified as Action Code: R310

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACYY);

No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at {703) 308-9362.

Sincerely,
P el

Front End Processing Staff
Information Technology & Resources Management Division
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48695000

December 16, 2011

Richard Gebken, PM 10

Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Document Processing Desk (REGFEE)

Room §-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202 o

Subject: EFFIPRO™ PLUS Topical Solution for Cats (EPA File Symbol 2382-TBA);
New Product Application.

Dear Mr. Gebken,

Virbac Animal Health is hereby submitting an application to register the spot-on pesticide
product EFFIPRO™ PLUS Topical Solution for Cats.

This product contains fipronil and is similar to the registered product EFFIPRO Topical
Solution for Cats (EPA Reg. No 2382-186), except that it also contains the IGR pyriproxifen.

As indicated on Form 8570-34, Virbac is using the selective method to address applicable
data requirements for this application pursuant to 40 CFR 152.90. Pursuant to 40 CFR 152.93,
Offer to Pay letters are being sent to the submitters of data cited in Virbac’s application that were
originally submitted within the past 15 years.

Below is a list of the components included with this application:

Cover Letter;

Transmittal Document;

Application for Pesticide Form 8570-1;

Confidential Statement of Formula;

Formulator’s Exemption Form;

Data Matrix Form 8570-4 (EUP and TGAI) ;

Certification of Data Citation Form 8570-34;

Proposed Label - Use Directions 5 copies;

3 copies of bound PR 86-5 compliant study reports supporting registratioo; . . .
Waiver Request for Acute Inhalation Study (attached to Cover Letter);
Letter of Self-certification of Child-Resistant Packaging; and

Copy of PRIA Check for category R-310 (§4807).

e A S e

—_— —
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A

3200 Meacham Blvd. e Fort Worth, TX 76137 Telephone:  (817) 831-5030 o (800) 338-3659
Fax (817) 831-8327 120



Child-Resistant Packaging

EFFIPRO™ PLUS Topical Solution for Cats employs the same single dose unit
applicators that are used in the packaging of the registered product EFFIPRO Topical Solution
for Cats. These single dose applicators in packages of 1,3,6, and 36 have been previously tested
and CRP certification accepted by EPA. All test data have been cited in the Data Matrix and a
Self-Certification letter has been included with this application according to EPA requirements.

PRIA Considerations

After reviewing the Agency’s PRIA category interpretations, we believe that the R-310
PRIA category and a 6 month review period is appropriate for this product. Consequently,
please find a copy of one previously submitted check in the amount of $4807.00 to cover the
PRIA fee.

Should you have any questions about this application package, please do not hesitate to
contact me via telephone at 682-647-3576 or via e-mail at craig.parks@virbacus.com.

Sincerely,

Al

Craig Parks, MS, DVM
Vice President, Research & Development
Virbac Animal Health, Inc.

3200 Meacham Blvd. e Fort Worth, TX 76137 Telephone:  (817) 831-5030 e (800) 328-3159 »
Fax (817) 831-8327
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Virbac Effipro PLUS CAT
12/16/2011

TRANSMITTAL DOCUMENT

NAME AND ADDRESS OF SUBMITTER:

Virbac, Inc. (EPA Company Number 2382)
P.O. Box 162059
Fort Worth, TX 76161

REGULATORY ACTION SUPPORTED BY THIS PACKAGE:

This submission is an application to register an end use pro namely EFFIPRO® PLUS Topical

Solution for Cats. Effipro® EFFIPRO® PLUS Topical Solution for Cats contains the active
ingredients Fipronil and Pyriproxyfen.

SUBMITTAL DATE:

December 16, 2011

Voelume

Study Title

MRID Ne.

1

Administrative Materials
Efﬁpr0® Plus Topical Solution for Cats

Group A Product Chemistry

OPPTS 830.1550, 830.1600, 830.1620, 830.1650, 830.1670,
830.1750

Product Specific Chemistry for EFFIPRO® PLUS Topical
Solution for Cats

48695001

OPPTS 830.1700
Preliminary Analysis - Quantification of the Active Ingredients
Fipronil and Pyriproxyfen in Five Batches by Validated Methods

48695002

OPPTS 830.1800
Enforcement Analytical Method — Quantification of the Active
Ingredients Fipronil and Pyriproxyfen

48695003

Group B Product Chemistry

OPPTS 830.6302, 830.6303, 830.6304
Determination of the Physico-Chemical Property
" Appearance {Color, Physical State and Odor)"

48685004

OPPTS 830.6314
Determination of Oxidation / Reduction (Chemical
Incornpatibility)

48695005

OPPTS 830.6315
Determination of the Physico-Chermical Property “Flash
Point"

48685006
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[ Volume Study Title MRID No.

8 OPPTS 830.7000

Petermination of the Physico-Chemical Property ~ pH 48695007
9 OPPTS 830.7100

Determination of Physico-Chemical Property "Viscosity" 48695008
10 OPPTS 830.7300

Determination of the Physico-Chemical Property 48695009

"Reiative Density"

Acute Toxicity

I1 OPPTS 870. 1100

Acute Oral Toxicity Study in Rats — Up-and-Down Procedure 48695010
12 OPPTS 870.1200

Acute Dermal Toxicity Study in Rats 48895011
13 OPPTS 870.2400

Acufe Eye Irritation Study in Rabbits 48695012
14 OPPTS 870.2500

Acute Dermal Irritation Study in Rabbits 48685013
15 OPPTS 870.2600

Dermal sensitization - Contact Hypersensitivity in Albino Guinea 48695014

Pigs, Buehler Test

Product Performance

16 OPPTS 810.3300

Summary of Efficacy Data 48695015
17 OPPTS 810.3300

Pathogen Transmission Related to Flea and Tick Infestations in 48695016

Cats and Dogs
18 OPPTS 810.3300

Study of Efficacy and Safety of 636.29 in Control of Flea 48685017

Infestation in the Cat

Product Safety

19 OPPTS 870.7200

Summary of Companion Animal Safety Data 48695018
20 OPPTS 870.7200

Tolerance study by Cutaneous Application (spot-on} in Young 48695019

Cats.
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Please read instructions on reverse before completing form

Form Approved, OMB Ho. 2070-0069, Approval expires 5-31-98

e E Unlted States
LY 4 PA

Washington, DG 20460

X] Registration
Amendment

Environmental Protection Agency
Other

Application for

Pesticide — Section |

1. Company/FProduci Number

2. EPA Product Manager

2382- TBA Richard Gebken
4. CompanylProduct {Name) FM#
Virbac AH, Inc.! EFFIPRQ FLUS Topical Solution for Cats 10

3. Proposed Classification

None D Restricted

5. Name and Address of Applicant {include ZIF Code)
Virbac AH, Inc.

P.O. Box 162059

Fort Worth, TX 76161

|_l Check if this is a new address

to:
EPA Reg No.

6. Expedited Review. In accordance with FIFRA Section 3(c)(3)
{B){f), my product is similar or identical in composition and labeling

Product Name

Section - I

l:] Amendment — Explain below

Final printed labels in response io

I:I Resubmission in response to Agency letter dated

I:I Notification — Explain below

Agency letter dated

“Me Too" Application

Other — Explain below

Explanation: Use additional page(s) i necessary, (For Section 1 and Section I1.}

Application for registration. PRIA Category R310. Please refer to attached letter

QPP Identifier Number

Section Il
1. Material This Product Will be Packaged in:
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container
X1 Yes Yes Yes L Metal
. No No %] No g'lzzi‘:' PETE
*Certification must if "Yes” No. per If *Yes® No. per B Paper
be submitted Unit Packaging wgt container | Package wgt container Other {Specify)
0.5 1,3,6,36

3. Location of Net Contents |nformation 4. Size(s) Retall Contatner

5. Logcation of label directions

D Label Container 1, 3, 6, 36 tubes On Label
X ] On Labsl aocompanying product
6. Manner in Which Label is Affixed o Product | X | Lithograph D Other
|| Paper glued
Stenciled
Section IV

1. Contact Person {Complete fflems direclly below for idenlification of individual to be comtacled, ¥ necessary, fo process [his gpplication.}
Name Title Telephone No. {Include Area Code)
Craig Parks, MS, DVM Vice President of Research and B82-647-3576

Development

Certification
t certily that the stateinents | have made on this lform and all atfachements thereto are true, accurate and complete.
I acknowledge that any knowingly false or misteading staternent may be punishable by fine or imprisonment or
hoth under applicable law

3. Title

2. Signature
Vice President of Research and Development

s B

5. Date
12-16-11

4. Typed Name
Craig Parks, MS, DVM

6. Date Application
Receiveii,

© (Stamped)

EPA Form 8570-1 {Rev. 8-94) Previous cditinng are obsolete,

White — EPA File Copy (Origina)  Yetlow- Applicam\SJ;} :
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*Product ingredient source information may be entitled to confidential treatment*

Forr. sproved. OMB No. 2073-0060. Approval expires 5-31-98

Uniled States
Fo N m Environmental Protection Agency
WEPA Washington, DC 20460
Formulator's Exemption Statement
(40 CFR 152.85)
Applicant’s Name and Address EPA File Symbol/Registration Number
Virbac Animal Health 2382-TBA
P. . Box 162059 Prodiet Name
Ft. Worth, TX 76137 EFFIPRO PLUS TOPICAL SCLUTION FOR CATS
Date of Confidential Statement of Formula (EPA Forn 8570-4)
October 15, 2011

As an authorized representative of the applicant for registration of the prodnet identified above, I certify that:

(1) This product contains the following active ingredient(s):pyriproxifen

(2) Of these, each active ingredient listed in paragraph (4) is present solely as the result of the use of that active ingredient in the
manufacturing, formulation or repackaging another product which contains that active ingredient which is rcgistered under FIFRA
Section 3, is purchased by us from another producer, and is fabeled for at least each use for which my product is proposed to be
labeled.

(3) Indicate by checking (A) or (B) below which paragraph applies:

{A) An accurate Confidential Statement of Formula (EPA FORM 8370-4) for the above identified product is attached to this
statement. That formula statement indicates, by company name, registration number, and product name, the sourcc of the
active ingredient(s) listed in paragraph (1)

OR

I:I {B) The Confidential Statement of Formula (CSF) (EPA Form 8§750-4) referenced above and on file with the EPA is complete,
current, and accurate and contains the information required on the current CSF

(4) The following active ingredicnts in this product qualify for the formulator’s exemption

Source

Aetive Ingredient Produet Name Registration Number

Pyproxifen -

F

Name and Title Date s
. é 5 Vice President, Research & Development Dccember 16, 2011

Signature

EPA Form 8573-27 (Rev. 8-95) . While - EPA edu :
Uidisw - Applicam copy

*LS, GPO: 1995-388-820/20413 1 25



Form Approved OMB Nos. 2070-0060; 2070-0057; 20700107, 2070-0122, 20700164

kg

*”‘3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
1200 Pennsylvania Avenue, N.W.

WASHINGTON, D.C. 20460

e

g

't ot

Paperwork Reduction Act Notice: The public reporting burdear for this collection of information is cstimaied 1o average 1235 Qowrs per response for registration
and .25 hours per response for reregistration and special review aciivilies, ineluding tinie for reading the instructions and conpleting the necessary fontns. Sond
comments regarding burden estimate or any other aspeet of this colleetion of informiation, including suggestions for reducing the binden to: Director, Collection
Stratcrics Diviston (2822T), U.S. Environnicaizl Proicetion Ageney, 1200 Pennsylvania Avemic, NLW., Washinglon, DC 20460, Do not send the completed form
10 this address.

Certification with Respect to Citation of Data

Applicant's/Registrant's Name, Address, and Telephone Number EPA Regislralion Number/File Symbol
Virbac AH, Inc. / PO Box 162058 Fort Worth TX/ 682-647-3576 2382-TBA

Aclive Inaredieni{s) andfor represenlalive lest compound(s) Date

Fipronil, Pyriproxifen 12416111

General Use Patlemn(s) (list a!! those claimed for lhis product using 40 CFR Part 153} Producl Narme

indoor residential Effipro Plus ® Topical Solution for Cals

NOTE: If your producl is a 100% repackaging of anclher purchased EPA-registered product labeled for all the same uses on your label, you do not need lo
subrmit this form. You must submit the Formulaior's Exemption Statement (EPA Form 8570-27).

1 am responding to a Data-Call-in Nolice, and have included wilh Lhis form a list of companies sent offers of compensalion (the Dala Matrix form should
D be used for this purpase).

SECTION I: METHOB OF DATA SUPPORT (Check one method only}

| am using the cite-all method of suppert, and have included with this form | am using the seleclive method of support (or cile-all oplion
D a list of companies sant offers of compensation (the Data Matrix form under lhe seleclive methed}, and have included wilh this form a
should be used for this purpose). completed list of dala requirements (the Data Matrix form must be
used).

SECTION !l: GENERAEL OFFER TO PAY

[Required if using the cite-all melhod or when using the cite-all option under the selective method to salisfy one or more dala requiremens|

D | hereby offer and agree to pay compensation, to other persons, wilh regard to the approval of this application, o the extent required by FIFRA,

SECTION lil: CERTIFICATION

| certify that this application for registration, this form for reregislration, or this Data-Call-In response is supported by all data submitled or ciled in the
applicalion for registration, the form for reregislration, or the Data-Call-In response. In addition, if the cile-all option or cile-all oplion under the selective methed is
indicaled in Section |, this application is supported by all data in lhe Agency's files that (1) concem |he properties or effects of this product or an identical or
subslantially similar producl, or one or more of the ingredients in Ihis product; and (2} is a type of data that would be required o be submitied under the data
requiremenls in effect on the date of approval of this application if the application sought the inilial registralion of a product of idenlical or similar composition and
uses .

| certify that for each exclusive use study cited in support of Lhis regisiration or reregistralion, that | am the original data submiller or that | have obtained
the writlen permission of the original data submitier to cite that study.

| certify that for each study ciled in support of lhis registralion or reregistration thal is not an exclusive use sludy, eilher: (a) | am ™e original data
submitter; (b} | have oblained the permission of the original data submiller to use the study in support of this application; (¢} all periods of ergibiliy tor
compensation have expired for the study; (d the study is in lhe public literature; or (e} | have notified in wriling the company that submitted the study and have
offered (I} to pay compensalion to the extent required by sections 3fe)(1)(F} andfor 3{c}{2}B} of FIFRA; and (i} o commence negotiations b d‘*len'“ine the:
amount and terms of compensation, if any, to be paid for the use of the sludy.

! cert:fy thal in all inslances where an offer of compensaltion is required, copies of all offers to pay compensation and evidence of ‘heur d‘*l:very in :

evidence o the Agency upon request, | understand that the Agency may initiale action to deny, cancel or suspend lhe reg:slral:on of my produci in oonfonn:ly -.»..;lh
FIFRA, L

| certify that the statements | have made on this form and all attachments to it are true, accurale, and complete. | acknowludge that a.u
knowlngly false or misleading stalement may be punishable by flne or Imprisonment or both under applicable law. . .

Signalure z i Date Typed or Printed Name and Til». . © .
,-647 12/16/201t Craig Parks, VP of Research and Developmenl

EPA Form 8570-34 (12-2003) Electronic and Paper versions available. Submit only Paper version.
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December 16, 2011

Richard Gebken, PM 10

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Document Processing Desk

Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202

Subject: Child Resistant Packaging Certification
EFFIPRO PLUS Topical Solution for Cats;
EPA Reg. No. 2382-NEW

Dear Mr. Gebken:

I certify that the packaging used for the following product meets the standards of 40 CFR 157.32,
including the revised standards in 16 CFR 1700.15(b), when tested by the revised testing
procedures in 16 CFR 1700.20, as published in 60 FR 37710 (July 21, 1995).

» EFFIPRO PLUS Topical Solution for Cats (EPA Reg. No. 2382-NEW).

Virbac Animal Health (Virbac AH, Inc. P. O. Box 162059, Ft. Worth, TX, 76137; Company
Number 2382) is submitting this child resistant packaging certification to support the pending
new product application filed on the above date for EFFIPRO PLUS Topical Solution for Cats
(EPA Reg. No. 2382-NEW).

Should you have any questions about this letter, please do not hesitate to contact me via
telephone at 682-647-3576 or via e-mail at craig.parks@virbacus.com.

Sincerely,

oyl

Craig Parks, MS, DVM Lo
Vice President, Research & Development . SR
Virbac Animal Health, Inc. C L
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Waiver Request
Registrant: Virbac Animal Health, Inc.
Acute Inhalation Study (OPPTS 830.1300).
Effipro Plus Topical Solution for Cats.

The Effipro Plus Topical Solution for Cats product is composed of 9.5 % w/w of
the active ingredient Fipronil and 11.5% w/w of the active ingredient pyriproxifen. This
product is packaged in single use non-refillable applicators that are intended for one time
only spot-on applications to dogs.

The potential human inhalation exposure to this product is expected to be
neglible. Only very small amounts of product are applied per application. Based on
packaging considerations described in the proposed product labeling, the maximum
volume of Effipro Plus Topical Solution for Cats that can be administered at one time to a
cat using the largest available applicator size is approximately 0.5 ml. This application
volume represents the worst case because it is the only dose recommended for cats or
kittens.

Furthermore, the measured vapor pressure of both of the active ingredients
fipronil and pyriproxifen are extremely low (2.8 x 10 mm Hg at 25°C and 1.0 x 107 mm
Hg at 25°C, respectively) indicating that both active ingredients are essentially non-
volatile and are therefore not expected to vaporize from the skin of the treated animal
following application. The active ingredients will therefore not be available for inhalation
after application according to label directions. Finally, the method of applying the liquid
product directly to the pet creates no particulates, aerosols, or other respirable matter.
Therefore, based on the criteria provided by the Agency in 40 CFR 158.500, footnote 4
under the Toxicology Data Requirements, a waiver of the acute inhalation study for these
products is appropriate.

3200 Meacham Blvd. ¢ Fort Worth, TX 76137 Telephone: (817} 831-5030 = (800) 358-3n59 o
Fax (817) 831-8327



December 15, 2011

U.S. Bank

Govermment Lockbox 979074
1005 Convention Plaza
SL-MO-C2-GL

St. Louis, MO 63197

RE: Checks for 2011 PRIA Fees; Virbac AH, Inc. (EPA Co. Number 2382)

BPear Sir or Madam:

Please find enclosed two (2) checks numbered 1013436 and 1013437 made out to the
Environmental Protection Agency (EPA) which are both in the aimount of $4,807.00. These
checks fulfill the financial obligations in support of two amendments, to be registered under the
company Virbac AH, Inc. (EPA Company Number 2382) Also attached for reference are copies
of the EPA Form 8570-1 with information on the registration of the two products with EPA.

Should you have any questions about this payment, please do not hesitate to contact me via
telephone at 682-647-3576 or via e-mail at craig.parks@yvirbacus.com.

Sincerely,

w

Craig Parks, MS, DVM
Vice President, Research & Development
Virbac Animal Health, Inc,

3200 Meacham Blvd. » Fort Worth, TX 76137 Telephone: (817) 831-5030 e (800) 338-3659
Fax (817) 831-8327
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*Commercial/financial information may be entitled to confidential treatment*




Formt Approved OMI Fa- 2975 2060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W.
WASHINGTON, D.C. 20460 .

Puperniverk Reducetion Aet Notiee: The public reporting hwrden lor this colleclion of information is estimated to average 0.25 holirs per response lor registration activities and 0.25 lours per response
for reregistration and speciad review activities, including time fur reading the instruetion and eotnplering e necessary funns. Send comments regarding 1he burden estimate ur any other aspect of this
collection ol information, inchuding suggestions for reducing the burden 1o Bireetor: OPPE lnformution Mansgement Division (2437) ULS. Environmental Protection Ageney, 401 M Street, SW,, -
Waslington, DC 20460. Do not send the lorm to this address.

DATA MATRIX o
Dated December 16, 2014 EPlPA Rep. NoJFile Syiibol 2382-TBA Fazet ol
Applicant’s/Registrant’s Naine & Address Product:
Virbac AH, Inc
PO Box 162059 EFFIPRO® PLUS TORICAL SOLUTION FOR
F1, Worth, TX 7616 CATS
{npredient: Fipronil, Pyriproxyien
Cuideline Releiciee Number § Guideline Siudy Nanie I MRID Nuinher Submiller Stalus Nolc
Product Chemistry Test Guidelines
§30.1550 Product ldentity and Composition New Subinission Virbac AH. nc. OWN
830.1600 Dcscription of Materials Used New Sibmission Virbac AH, Inc. QOWN
830.1620 Description of Production Process New Submission Virbac AH, luc. OWN
§30.1650 Description of Formilation Process New Subnitission Virbac AH, lig. OWN
§30,1670 Deseription of Formation of Impuritics New Submission Virbac AH, lie. OWN
§30.1700 5-Batch Analysis New Submission Virbac AH, lic. OWN
830.1750 Cecrtificd Limits Ncw Submission Virbac AH, Iue. OWN
830.1800 Analytical Method New Submission Virbac AH, Inc. OWN
§30.6302 Color New Submission Virbac AH. Inc. OWN
§30.4303 Dhysical State New Subittission Virbac AH. Inc. OWN
§30.6313 Mctal Stability Virbac AH, liuc. NR
§30.6304 Odor New Submission Virbac AH, Inc. OWN
830.6314 Oxidation/rediction New Subinission Virbac AH, Inc, OWN
§30.64315 Flammability New Stibmission Virbac All, Inc. OWN
830.43 14 Explodability Virbac AH, Inc. NR
830.6317 Storage stability To Be Conducted Virbac AH, Inc, OWN
Signature Nane and Title Date
Craig Parks, M5, DV M December
4&?; é Z Vice President, Rescarch & Development 16, 2041
EPA Fonin $570-15 (9-97) Eleciraai and Paper Versions Available, Subinit only Paper version, Ageney Inleraal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Wi 401 M Street, S.W,
WASHINGTON, D.C. 20460

2

Farm Approved OMEB No. 200010060

Paperwrork Reduction Act Notiee: The pubtic reparting burden For ihis colleetion ol inlormaticn is estimalted (o average 0.25 haurs per resjionse lor regisiralion aciivilies and 0,25 hows per response
for reregistralion and special review activities, including time for reading the instruction and completing the necessury fonms. Send camments regarding the burden estimate or any other aspe st of this
catlection of information, including suggestions for reducing the burden (0 Director: OPPE Information Management Division (2137) U.S. Envirunmental Prolection Agency, 401 M Sireel, 5.W |

Washinglon, DC 20460. Da nal send the form (o this address.

PDATA MATRIX

Pate: Decamber 14, 2011

EI'A Reg No/File Symbol 2382-TI3A

Pape 20 6

Applicants/Registrant’s Nane & Addross
Virbac Al, hne

%3 Box 162059

Fi. Worth, TX 76161

Product:

EFFIPROY PLUS TOPICAL SOLUTION FOR

CATS

lugredient: Fipronil, Pyriproxyien

Guideline Relerence Number

Gnidetine Study Nanc MRID Numiber Submilter Stalus | Note

Group B: Series 830 — Physical and Clicmical Properties

830.7100 Viscosity New Submission Virbac AH, Inc. OWN

830.6319 Miscibility Virbac AH, Ine. NR

830.0320 Corrosion characteristics To Be Condneted Virbac AH, Inc. OWN

830.6321 Diclectric breakdown voltage Virbac AH, lic. NR

830.7000 nH New Submission Virbac AH, Inc. OWN

830.7300 Density, bulk dedtsity, or speeific gravity New Submission Virbue AH, Inc. OWN

§30.7320 Particle size distribution Virbac AH, Inc. NR

40 CFR 158.340 Toxicology Data Requircments

870.1100 Acute oral toxicity New Snbntission Virbac AH, Inc. OWN

870.1200 Acute dermal toxicity New Subinission Virbac AH, Inc. OWN

$70.1300 Acute inltajation toxicity Waiver Virbac AH, lne. OWN

§70.2400 Printary cye irritution New Subinission Virbac AH, Ine, OWN

870.2500 Primary dermal jrritation New Snbinission Virbac AH, Inc. OWN

870.2600 Derimal sensitization New Sulbinission Virbac AH, Inc. OWN

Signature Name and Title Date
Craig Parks, MS, DVM December
Vice President, Research & Development 16,2011

7 ds

ElA Form 2570-35 {9-97) Elecironic 2od Paper versions Availabh. Sobonil anly Paper versian.

Apvy hnlernzl Use Copy
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Form Approved OMT No. 20720068

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
1

Sk 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reducrion Act Notice: The public reporiing burden Tor this collection of inlermation is cstimated to average 0.25 houry per response For registration activities and 0.25 hours per r2snorsg«
for rerepistration and special revictw activities, inchuding time for reading the instruction and eoupleting the necessary forms. Send corments regarding the burden estimate or any other aspect of this
coltection of infonnation, iuctuding suppestions for reducing the burden to Directar; OPPE Infornation Manageient Division (2137) .S, Environmental Protection Apeucy, 401 M Street, .37,
Washington, DC 20460. Do not send the fonn o this address.

DATA MATRIX
Date: Becember 6, 2011 1iPA Reg No/File Synihal 2382-TRA B rgk_‘- 3ovh
Applicant’s/Registrant™s Name & Address Product:
Virbae All, Inc
O Box 162059 EFFIPROY PLUS TOPICAL SOLUTIONFOR | -
Ft. Worth, TX 76161 CATS
hngredient: Fipronil, Pyriproxylen
Guideline Reflerence Number Culdeline Study Name MRID Minmber Suhmitter Stas Nole
§70.7200 Cat safety 43272401 Merial QLD
870.7200 Cat safcty 43444904 ertal OLD
870.7200 Cat safcty 43577711 Merial OLD
870.7200 Cat salety 438603801 Merial OLD
870.7200 Cat safety 43121112 Merial QLD
870.7200 Cat safcty 44942009 Merial PAY
870.7200 Cat safety 44850103 Vitbac OWN
870.7200 Cat safety New subrnission Virbac OWN
810.3300 Cat efficacy 43121114 Merial OLD
§10.3300 Cat efficacy 43121115 Merial OLbD
810.3300 Cat efficacy 43121116 Merial OLD
810.3300 Cat cfficacy 43121118 Merial OLD
8103300 Cit efficacy’ 43121119 Merial OLD
810.3300 Cat cfficacy 43121120 Merial OLD
810.3300 Cat cfficacy 43121121 Merial OLD
g1(.3300 Cat efficacy 43121122 Merial QLD
810.3300 Cat cfficacy | 43444901 Merial QLD
Signature Naiwng and Title Date
Craig Parks, MS, DVM December
/ . é / Vice Prestdent, Research & Development 16,2011

133



Forem Approved GAEP Mo, 207-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
£

e 401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this colleetion of information is estimated Lo average 0.25 liours per response Jor registration activities and 0.25 hours per resoonse
Tor reregistration and special review activitics, including 1ime for reading the instruction and conpleting the necessary forms. Send comments regarding the burden estimate or any other aspest of this
collection of inflirmaion, inchnling suggestiany for reducing the bunlen to Director: OPPE lofonmation Munagement Division (2137) U.S. Environmental Proteetion Agency, 401 M Strea, 5.4,
Washington, DC 20460, Do not send the formi Lo this address. s

DATA MATRIX -
Date: December 16, 2011 EPA Reg No./File Symbel 2382-TBA Page d 70
Applieant’s/Repistrant’s Name & Address Product:
Virhac AH, luc
FQ Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
Ft. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxyien
Guideline Referenee Number Guideline Stdy Name MRID Number Submitler Satus Note
10,3300 Car efficacy 43577701 Merial OLD
810.3300 Cat cfficacy 43577712 Merial GLD
£10.3300 Cat cfficacy 43577713 Merial OLD
810.3300 Cal cfficacy 43951701 Merial OLD
810.3300 Cal cfficacy 44088501 Merial PAY
810,3300 Cul cfficagy 4494201 1 Mertal PAY
810.3300 Cat cfficacy 44942106 Merial PAY
810.3300 Cat efficacy 45618501 Merial PAY
810.3300 Cat efficacy 45620502 Merial PAY
810.3300 Cat ¢fficacy 45620503 Merial PAY
810.3300 Cat cfficacy 46006002 Wellmark PUBL
Signature Name and Title Date
Craig Parks, MS, DVM Deeemibor
. é d Vice President, Research & Development 16,2011
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TFoem Appooved Gl No. 207-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

ﬁ% 401 M Street, S.W.
WASHINGTON, D.C. 20460

Papcrwork Reduction Act Notice: The public reponing burden for (his collection of informiation is cstimamed 10 average .25 hanrs per response for regisiration activities and 0.25 howrs o1, respouse
for reregisiration and special review activities, including time lor reading (he instruction and completing the necessary forms. Send comments regarding the burden estimale or any viher aspest of this
collection of information, including suggestions for reducing the borden to Dicector: OPPE Information Management Division (21373 1.8, Enviremincial Protection Agency, 401 M Street, S.W, - -

Washington, DO 20460. Do nol send the form 1o this address. ’ o

DATA MATRIX
Date: Decentber 16,2011 EI'A Reg. Ni/File Symbol 2382-TBA Page 516
Applicant’s/Regisivani™s Name & Address Product:
WYirbac Al Inc
PO Box 162059 EFFIPROY PLUS TOPICAL SOLUTION FOR
Ft. Worlhk, TX 70101 CATS
Ingrediem: Fipronil, Pyriproxyicn
Guideline Relerence Namber Guideline Study Namng MRID Nunber Submitier Stalus 1 Mole
Efficacy and Safcty Data
810.3300 Cat cfficacy 45628104 Merial PAY
810.3300 Cat efficucy 45628105 Merial PAY
§10.3300 Cat efficacy 44850104 Virbac OWN
810.3300 Cat efficucy New subiission Vitbac OWN
§10.3300 Cat efficacy New submission Virbie OWN
810.3300 Cat efficacy 43577712 Merial OLD
8£10.3300 Cat cfficacy 43121114 Mecrial OLD
810.3300 Cat efficacy 43121115 Merial oLD
§10.3300 Cat efficacy 43121117 Merial oLD
310.3300 Cat cfficacy 43121122 Merial OLD
810.3300 Cat cfficacy 45620501 Merial PAY
$10.3300 Cat cfficacy 45628101 Merial PAY
$10.3300 Cat cflicacy 43628102 Merial PAY
810.3300 Cat cfficacy 45628103 Merial PAY
§10.3300 Cat efficacy 45628201 Merial PAY
Bi0.3500 Cat efftcacy 45866902 Merial PAY
810.3300 Cat cificacy 46019201 Merial PAY
810.3300 Cat efficacy 46019202 Merial PAY
Signature Name and Title Date
Craig Parks, M8, DVM December
/ . é i Vice President, Research & Development 16, 2011
EPA Fonw B570-35 1 5-97] ilecteonic and Pagee Versions Available. Submic enly Paper version, Agency Internal T Copy
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Form Approved (M Ne, 267-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

o

R 401 M Street, S.W,
WASHINGTON, D.C. 20460

Papierwork Reduction Act Nutice: The public reporting burden for ihis collection ol inforntiion is estimated to average 0,23 liours per respanse lor registration activities and 0.25 hairs pe. respoise
for rercgistratinn asul special review activilies, including (ime for reading (He insiruetion and completing the geeessary fonns. Send commems regandittg (e burden estimate or any olher aspest of (ks
cullection of infarmation, inchuding suggestions for reducig the burden to Director: OPPE Inforawtian Management Division (2137} U.S. Eavirommental Protection Agency, 401 M Sireet, SV,

Washinglon, DC 2046{. Do nod seitd il form ta (lis address.

DATA MATRIX

Dated Decentber 16, 2011

EPFA Rep. No/File Syinhol 2382-Ti3A

Applicant’s/Registrant’s Nanic & Address
Virbac AH, Inc
20 Box 162059

Product:

EFFIPRO® PLUS TOPICAL SOLUTION FOR

Fi. Warth, TX 76161 CATS
Lugredient: Fipronil, Pyrinroxyfin
Grideline Reference Numher { Guideiinc Stody Name 1 MRID Number Suhiniticr Stalus Note
Child Resistaut Packaging
40 CFR 157 Evaluation uf the | mi Applicator Tube with 0.5 48095215 Virbac AH, lic. OWN
ml waler, I applicator lube test ior Child-
Resistam Effecliveness
40 CFR 157 Evaluation oFtle T mi Applicaior Tube with 0.5 48095216 Virbac AH, Inec. OWN
rml waler, 6 applicalors tube test Tor Child-
Resigtanl Efiectiveness
40 CFR 157 Zvaluation of the I ud Applicaiur Tube with 9.5 48095217 Virbac AH, Inc. OWN
inl water, 36 applicators tube est for Child-
Resistanl Effectiveness
40 CFR 157 Evatuaion of llwe T ol Applicalor Tuibe with 0.5 48095218 Virbac AH, Inc. OWN
il watcr, | applicator lube tesl for Senior-Use
Effectiveiesy
40 CFR 157 Evaluaticn of the T ml Applicator Tube with 0.5 48095219 Virbac AH, Inc. OWN
ntl water, & applicators wbe lest for Senior-Use
Lffectiveness
40 CFR 157 Evaluation of the T m! Applicator Tube with 6.5 48095220 Virbac AH, Inc. OWN
ml water, 36 apphicalors lube (est for Senior-Use
Effectiveniess
40 CFR 157 Evaluation of the Imi applicalar hibe with 0.50 48410018 Virbac AM, Inc. OWN
inl waler, 3 applicatar tube test for Child-
Resistanl Eilectiveness
40 CFR 157 Evaluation of the 1 ml applicalor ube witli 11,50 48410019 Virbac AH, lue. OWN
il water, 3 applicator tube test Tor Senior-Use
Ellgctiveness
Sigunatuic Name and Title Pate
Craig Parks, MS, DVM December
//4,7; ;gé Vice Dsesident, Research & Bevelopment 16,2011

EPA Form 8570-15 {9-43) Elcotronic and Paper Versions Available. Suboi) ondy Pager version,

Ageney lerand tse Copy
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Farm Approved OME No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
D

S 401 M Street, S.W.
WASHINGTON, D.C. 20460

Pagervork Reduction Aet Netiee: The quiblic reparting burden for shis collection of iuforniation is estimaled Lo average 0.23 hours per response for regisiraiion aciiviiies aud (.25 hoors per respotise
for reregistration and special review aciiviiies, inelnding time for reading 1he instruction and completing 1he necessary forms. Scnd onuiients regarding the birden estimate or any oilier aypect 1 'iflhm
collection of infonmation, inchiding suggestions for reducing (he burden (o Dirgctor: OPPE Informaiion Maiagement Diviston {2137) U.S. Environmental Proteciion Agency, 401 M ?lru.,l, S.W,
Wasliinglon, 13C 20460, Do nol send ihe firm 1o (his address,

DATA MATRIX L

Daled Deceniber 16, 2011 EPA Reg. NoJFile Symbal 2382-TBA Juge L oFo
Applican?"s/Registrant’s Name & Address Product: :
Virbac All, lnc ) T
I'O Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR &
Ft. Worth, TX 76161 CATS I
Ingredient: Fipronil, Pyriproxylen ”
Guideline Reference Number 1 Giiideline Snudy Nome 1 MRID Nunther Submilter Siaiug Noie
Prodiict Chiemistry Test Guidelines

Virbac AH, lig. OWN

Virbac AH, lic. OWN

Virbac Al, luc. OWN

Virbac AH, hic, OWN

Virbac AH, Inc, OWN

Virbae Al, liic. OWN

Virbac AH, lic. OWN

Virbac AH, liic. OWN

Virbac AH, Inc, OWN

Virbac AH, Inc. OWN

Virbac AH, liic. NR

Virbac AH, Inc. OWN

Virbac AH, Inc. OWN

Vitbac AH, Inc. OWN

Virbac AH, Inc. NR

Virbac AH, Inc. OWN
Signaiure Name and Title Date

Craig Parks, MS, DVM December

/ ) ,é‘(_ Vice President, Research & Development 16,2011

B4 Forar RET0-35 (9-97) Thectroniy and Paper Yersions Available. Subnsiz only Pagor vorsion. Ageney Inlernad Use Copy
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Toven Approved GMIL No, 2015-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460

&

Paperwork Reduction Act Notiee: The public reporing burden For iltis callection of infonmation is estimaled 10 average 0.23 hours per response For regisiration activities and 0,25 hours per respunsc
for reregistration and special revierv activities, including thime for resding the instruction and completing the necessary forms. Send comments reganding the burden estimaie or any other aspect Gt ihis
collection of infonnation, including shggestions for redneing the irden (o Director: OPPE Infonuation Mamagemen Division (2137) U.S. Environmental Prutection Ageney, 401 M Street, S.W., -
Washington, DC 20460, Do not send e Forn: 1o this address. T

DATA MATRIX N

Daic: Deccinber 16, 201 1 EPA Rep Na./File Symbol 2382-TBA XS
Applicant"s/Registrant’s Naine & Address Product: :
Virbac Al Inc
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTIONFOR 1t~
Fi. Worth, TX 76161 CATS |
Ingredient: Fipronil, Pyriproxyfen .
Guideline Reference Nomber Guideline Study Name MRID Nuniber Subminer Status Note

Virbac AH, Inc. OWN

Virbac AH, Inc. NR

Vitbac AH, Inc. OWN

Virbae AH, Inc. NR

Virbac AH, Inc. OWN

Virbac AH, inc, OWN

Virbac AH, Inc. NR

Virbac A, Inc. OWN

Virtbac AH, Inc. OWN

Virbac AH, Inc. OWN

Virbac AH, inc. OWN

Virbac A, Inc. ~ | OWN

Virbae AH, Inc. OWN
Signature Nanw and Title Date

Cralg Parks, M3, DVM Becember

/ . é / Vice President, Rescarch & Developmient 16, 2011

EPA Form 2570-15 19-97) Electrocic aud Paper Veorsivms Avadlable, Subaiv ouly Faper version. Ageney Iiternal llse Copy
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Farm Apgroved DAL No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
0
&

o 401 M Street, S.W,
WASHINGTON, D.C. 20460

Papermork Reduetion Act Notice: The public reporting burden for this collection of information is estimated 1o averape 025 hours per response for registralion activities and 0,25 hours per response
for rercgistrationt atwd special review activitics, including time for reading the instruction and completing the uccessary forms. Send commans regarding the burden cstintawe or any other aspect G1'this
collection of informalion, fncluding suggestions for reducing the burden 1o Director; OPPE Information Management Division (2137} LS, Environmental Protection Agency, 401 M Strect, S.W.,
Washingion, DC 20460. Do not seud Uhe fornt to thtis address. L

DATA MATRIX L
Dale: December 16, 2011 EPA Ree No./File Symbol 2382-TBA “‘::LTK ]
Applicant’s/Registrant’s Name & Address Product: :
Virbag AH, Ing )
PO Box 162059 EFFIPRO" PLUS TOPICAL SOLUTION FOR
FL. Worth, TX 76161 CATS
lngredient: Fipronil. Pynproxyfen

Guidcling Reference Nuvber Guideling Study Name MRID Number Subnmitler Salus | Note

Merial OLD

Maerial QLD

Mertal QLD

4 Merial OLD

Mertal OLD

Merial PAY

Virbac OWN

Virbac OWN

Mertal QLD

Merial QLD

Mertal QLD

Merial OLD

Merial QLD

Merial QLD

Merial OLD

Merial OLD

Merial OLD

Stattantte Name and Title Date

Craiy Parks, MS, DVM Decenber
/ : Z‘é Viee President, Rescarch & Developmet 16, 2011
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forse Approved 03D No. 2070-6060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Sﬁ%ﬁ

401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwark Reduction Act Notice: The public reporting burden for ihis collectiun ol inJormation is cstimated to average 0.25 hours per responsa Tor ragistration activities and 0.235 hours pur TESPURSE
Tur reregistration and special review activities, inchiding 1iine lur reading the instruclion and cuinpleting the necessary lomis, Sead comments regarding the burden estimate or any other asject ¢f this
collection nf informution, including suggestions for reducing {he burden (o Diroctor: OPPE Infonnation Manageient Division (2137) 118, Exvironmental Protection Agency, 401 M Sireet, S. W

Washinglon, DC 20460. Do not send the Torm fo this address.

DATA MATRIX e
Bate: Decerubor 16, 2011 EPA Rep Np/File Symbel 2382-TBA Paxcdefé
Applicant’s/Registrant’s Nanie & Address Product:
Virbac A, Ine .
PO Bex 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
Ft. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxylcn .
Guideline Reference Nuniber Guideline Study Name MRID Number Submiticr Status Nole
Merial OoLD
Merial OLD
Merial OLD
Merial OoLD
Merial PAY
Merial PAY
Merial PAY
Merial PAY
Merial PAY
Merial PAY
Wellmark PUBL
Signaure Name and Title Daig
Craig Parks, MS, BVM Deceinber
Vice President, Research & Development 16,2011

AL
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Foru Approved OB No, 2070-G060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
&

il 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection ol information is estinated to average 0,25 honrs per response lor registration activities and 0.25 hours pt,.:?cs..yTnsc
for reregistration and special review activitics, ineluding time for reading the instruction and cownpieting the necessary forms. Send conutents regarding the burden estimate or any other aspect of Uiis
collection of infortmmion, iucluding suggestions for reducing the burden to Pirector: OPPE mifbrmation Management Division (2137) U8, Environmental Protection Agency, 401 M Strect, S W.,
Washington, DC 20460. Do not send the fonn (0 this address. .

DATA MATRIX L

Date: Decerubor 16, 201 1 EPA Rep. NoJFile Symbol 2382-TBA Pare Sorh
Applicant’s/Registrant’s Name & Addiess Product:
Virbac All, Ine
PO Bos 162059 EFFIPRO” P1,US TOPICAL SOLUTION FOR
Ft. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxyfen
Giiideline Reference Number Guideline Study Name MRID Numiber Subinitter Stalus Nide
Efficacy and Safety Data

Merial PAY

Merial PAY

Virbac OWN

Virbac OWN

Virbac OWN

Merial QLD

Merial QLD

Merial QLD

Merial QLD

Merial QLD

Merial PAY

Merial PAY

Merial PAY

Merial PAY

Merial PAY

Morial PAY

Merial PAY

Merial PAY
Siguatuire Naoine and Tille Bale

Craig Parks, M3, DVM December

/ . é i Vice President, Research & Bevelopiment 16, 2011

EPA ;:::’Zﬂ}-]j {9973 Electwonie and Paper Versioos Available, Subwit ouly Paper version, Ageney latrenai Live Copy
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Form Approved OMD Ne, 2070-0040

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
& 401 M Street, S.W,

WASHINGTON, D.C. 20460 .

Paperworl Redoction Act Noifcer The public reporting burden for this collection of tnformation is estimated to average (.25 hours per response for registratiom activities and 0.25 hours pei resjCise
for reregistration and special review activites, inchiding 1ime lor reading the instrucrion and completing the necessary forms, Send conuments regarding the burden estimate or any other aspect of this
collcetion of information, inchiding suggestions fur reducing the burden to Direclor: OPPE fuformation Management Diviston (2§37) U.S. Enviromuental Protection Apgency, 401 M Street, 5.W., -
Washington, £3C 20460. Do no send the fonn ta this address.

DATA MATRIX e

Dated December 16, 201 | EPA Reg. No/File Symbol 2382-TBA Tare50'6
Applicant"s/Registrant’s Name & Address Product: :
Virbac Al Ine
PO Box 162059 EFFIPRO® PLUS TOPICAL SOLUTION FOR
Ft. Worth, TX 76161 CATS
Ingredient: Fipronil, Pyriproxylen .
Onideline Reference Number ¢ Guideline Study Name 1 MRID Nuuber Stbmitter Slaius Note
Child Resistant Packaging

Virbue AH, Ine. OWN

Virbac A, Inc. OWN

Virbac AH, lne, OWN

Virbac AH, Inc. OWN

Viebac AH, Iue. OWN

Virbac AH, Inc. OWN

Virbac AH, Inc. OWN

Virbac AH, Inc. OWN
Signaiure Namwe and Title Date

Craig Parks, MS, DVM December

y é Z Vice Presideat, Rescarch & Development 16,2011

E{A Forn 8570-35 (9-97) Elcowenic and Paper Versions Available, Subani oaly Faper version, Ageney v Use Copy
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Forwr Approved OMB No. 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
& 401 M Street, S.W.
WASHINGTON, D.C. 20460
Paperwork Reduction Act Notice: The public reporting burden for tiis collection of inforntation is estimaled (o average 0.25 hours per respoise [or registralion activitics and 0.25 lours per respotise
for rercpistration and special review activities, including (ime for reading (e instruction and completing (he necessury forms. Send comments regarding (e burden estimale or any other aspect of (his ~
coltection of information, ineluding suggestions for reducittg (he burden 1o Directur: OPPE Inforntation Management Division (2137} U.S. Euvirtmmental Proteclion Agency, 401 M Street, S.W., B
Wasltington, DC 204611 Do not send the form (o (his address, : 1
DATA MATRIX Sl )
Bale: August 23, 201 | EEA Reg No.File Symbol §7825-R Tage | of r
Applicant’s/Regisiranl’s Name & Address roduet; Fipronil Technical
Virhac SA
tere avenue 2065 M - LID
-p65 16 Carros, France
Engredieni: Fipronit
Guideline Reference Number | Guideline Study Nante | MRID Number Submitter Status Nole
Product Cliemisiry Test Guideliues
830.1550 Product dentily and Composilioit 48005240, 48449201 Virbac, OWN
830.1600 Descriplion of Materials Uscd 48095240 Virbac OWN
§30.1620 Deseriplion of Production Process 48005239 Virbac OWN
830.1650 Description of Formulation Process 48095239 Virbac OWN
§30.1670 Descriplion of Formution of lmpurilies 48095240, 48449201 Virbac OWN
830.1700 Prelitninary Analysis 48095241 Virbac OWN
8301750 Certified Litniis 48095240, 45449201 Virbac OWN
830.1800 Attalytical Method 48095242 Virbac OWN
830.1900 Subniitial of samplcs Virbue IN/A
83(.6302 Color 48095240, 48095243 Virbac OWN
83(.6303 Pltysical Siate 48095240, 48095243 Virbac OWN | | e
830.6304 Odor 48095243 Vitbac OWN
830.6313 Acceleraled Storuge Siability-Meltal {ons 48095243 Virbac OWN
830.6314 Oxidation/reduction 48095239 Virbac OWN
830.6315 Flamabitity 48085239 Yirbue OWN
830.6316 Explodabilily 48095239 Virbuc NR
830.6317 1 ¥'r. Storage Stability Virbac OWN | Sce ol
page 2
Signature Name and Tiile Dale
; Jean-Pascal Murc August 23,

Corporate Product Innovation Direclor 204

EPA Fooor 8570-35 19497} Elecugnic il Paper Versions Available. Subeil only Paper version, Apcney vlvirnal Use Copry

143
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Form Approved OMIL No, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,
WASHINGTON, D.C. 20460

Papcrwork Redaction Act Notice: The public reponing burden for this collection of information is estioted to average 0.25 hours per response for registration activiiics and 0.25 howrs per response

lor reregisiration aod special review activities, jocluding tinw for reading 1he ipstruction and completing (he necessary fornis. Send comments regarding (he burden estimate or aoy other aspect ol this

vollection of information, iuclnding suggestions for reducing 1he burden to Director: OPPE Infonmation Management Division (2137} 11.S. Environmental Proicetion Agency, 401 M Sircet, S.W.,
Washingion, DC 20460. Do pot send the fom o this aldress,

DATA MATRIX e
Bate August 23, 201 ] EPA Rep NoJ/File Symbol 87825-R Page 2 aia
Applicant's/Registraot’s Name & Address Product: Fiprouil Techuical :
¥Virhae SA
lere avenue 2063 M - LID
F-06516 Caryos, Franece
Ingredicot: Fipronil i
Guitleling Refercoce Number Guidelioe Study Nanwe MRID Nugber Submitter Stlus Mote
830.6318 Viscosity Virbac N/A
$30.6319 Miscibility Virbac N/A Solid
830.6320 Corrasico characteristics Virbac OWN | See note
page 2
830.6321 Diclectric breakdown voltage Virbac N/A Waived
$30.7000 pH 48095247 Virbac OWN
8307200 Meltig Point 48095249 Virbac OWN
830.7300 Density bulk density or specific gravity 48095250 Virbac OWN
830.7320 Particle Size Virbac N/A
830,7050 UV/Visible Spectruin 48095248 Virbac OWN
§30.7370 Dissociation constant 48095251 Virhac OWN
830.7520;830.7550; 830.7500 Octanol/water partition cocfficicnt 48095244 Virbac OWN
830.7570
830.784(:830.7860 Solubility 48095245 Virbac OWN
830.7950 Vapor pressure 48095246 Vithac OWN
Signature Naoie and Title Daic
Jeap-Pascal Marg August 23,
Corporate Product Innovation Director 2011

EPA Ferm 857035 {9-971 Eleciconic and Papec Versions Available, Submil only Papec vasion.

Nete: 830,6317 and 830.6320: Per Ageocy policy, storage stability und comrosion characteristics data wre not required to be submitted unless specifically requested by the Agency. Virbac
has ioitiated these studics and will submit the final reports i required when the studies are completed.

Apency Inlermal e Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W.
WASHINGTON, D.C. 20460

Form Approved GhE No, 2070-006(0

Papervork Rednction Act Notice: The public reporting burden for tiis collection of tilormation s esiimialed 1o average 0,23 liours per response {or regisiraiion aciivities and 0.25 ours per response
tor reregistraiion and spectal reviewr activities, ineluding time for reading tie instructiun and compicting ihe necessary fonus. Send comuitenits regarding the burden estimalte or any oliier aspect of this ~
collection of infarmalion, inchiding suggeriions for reducing thie biirden 1o Dircelor: OPPE Information Managenient Division (2]137) U.S. Environmenial Proleciion Agency, 401 M Streel, S.W., -

Washinglon., DC 20460, Do nol send the form to this address.

DATA MATRIX o
Date: Angust 23, 2041 EPA Reg No./File Symboi 87825-R Pape 3 6l'y
Applicam"s/Registrant’s Name & Address product: Fipronil Techinical :
Virbuac SA
lere nvemic 2005 M - L1D
i#-06516 Canos., France .
ingredient: Fipronii ) )
Guideline Reference Number | Guidelinc Study Name MRID Number Submilter Siales Nole
40 CFR 158,340 Toxicology Data Requirements
870.1100 Acute oral toxicity 42018628; 43235401 BASF OLD
43279706
870.1200 Acute dermal toxicity 42918629 BASF OLD
870.1200 Acute dermal toxicity 43235402 BASF QLD
870.1300 Acute inhalation toxicity 42018631 BASF QLD
870.2400 Primary eye irritation 42918032 BASF oLD
870.2500 Primary dermal ircitation 42918630 BASF oLD
§70.2600 Dermal sensitization 42918634 BASF QLD
870.6100 Acute delayed nenrotoxicity 42018635 BASF QLD
§70.6100 Acute delayed ncurotoxicity 43559501 BASF QLD
870.3100 90-day oral toxicity ~ rodent 42018643 BASF QLD
870.3150 90-dlay oral toxicity - nonrodent 42918642 BASF oLD
870.3200 21-day derinal toxicity 42918644 BASF oLD
870.3250 90-day dermal foxicity DATA GAP BASF GAP *See below
870.6100 90-day neurotoxicity — mamnial 43201703 BASF QLD
81-8 Neurotoxicity to Rats by Acute Oral 44431801 BASF PAY
Administration
Signalure Nume and Thic Date
k Jean-Pascal Marc Awgust 23,
Corporate Product movation Director 2011

EPA Form 8370-35 {0-97) Blecteonic weal Piper Verstons Available. Subtil only Paper vession,

Agesey Telernal Use Copr
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwvork Reduetion Aet Nutice: The public reporting hurden for this collection nf infonnation is estimated 1o average 0.25 hours per response for regisiration aclivities and 0,25 lours per l'i..bp.ullSL
for reregistration and special review activitics, iucluding time for reading the instruction and completing the necessary forms. Send comments regarding the burden estimale or any other aspect of Mg -
colleclion of information, including suggestions for reducing the burder to Dircetor: OPPE Information Managenent Division {2137) U.S. Environmenta! Protection Apency, 401 M Street, $.W.,

Washington, DC 20460, Do not send the form 1o 1his adilress.

DATA MATRIX

Dale Augnsi 23, 201}

EPA Reg NofFile Symbol 87825-R

EForm Appraved OMO No, 2000-0060 l

Applicant’s/Registrant’s Name & Address
Vitbae SA

ere avenue 2065 M - LID

6516 Carros, France

Produet: Fipronil Technical

Page 4 :1"..5““.*

Ingredient: Fipronil

Guidcline Reference Number | Guideline Study Name MRID Number Submitter Siales | Note

40 CFR 158.340 Toxicology Data Requirements (Continued)

84-2 Structural chromosomal aberration 42918680 BASF OLD

§4-2 Strictera! cliromosomal aberration 42918653 BASF QLD

84-2 Other genotoxic cffects 42918651;42918653 BASF QLD
43541703

§5-1/870.7485 Geueral mctabolism 42918455 BASF QLD

85-1/870.7485 General metabolism 43253701 BASF PAY

85-1/870,7485 General metaholisim 43737308 BASF QLD

85-1/870.7485 Generai metabolisin 42918654 BASF OLD

85-1/870.7485 General metabolism 42977904 BASF QLD

85-1/870.7485 General metabolism 43253701 BASF OLD

§5-2/870.7600 Derma! penetration 43737308 BASF PAY

85-7/870.7600 Inutunotoxicity DATA GAP GAT *See below

40 CFR 158.490 Wiidlife and Aquatic Organisms Data Requirements OLD

71-1/850.2100 Avian orai LD 50 — mailard or bobwhitc 42918617 BASF OLD
42918616

72-1/850.1075 Freshwater fish LC 50 — rainbow or 42918624;42918673; BASF OLD

bluegiil 4201 8674:42977902 OLD

43279703;:43291718 OLD

Siguaiure

Name and Title
Jean-Pascal Warc
Corporate Product innovation Director

Date
Aupusi 23,
2011

EPMA Fonn $370-35 [9-97) Elecironi and Paper Yersions Available, Submil only Paper version.

Apeney Inlemal Vise Copy
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&

Form Approvel OME No. 2000-0660

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Acl Notice: The public reporting burden (or ihis collection of informiation is cstinisied 1o average 0.25 hours per responsc o regisiration sciiviiies and 0.25 hours per response
for reregistration and special review activilies, including lime for reading the instruction and complcting (e necessary fonns, Send comments regarding (he burden estimiate or any other aspect of this
collection of informalion, ineluding supgestions for reducing the burden 10 Direclor: OPPE hiformation Manageinent Division (2137) U.S. Environniental Protection Agetiey, 401 M Sireel, SW., -

Wasitingron, DC 20460, Do not send the {foni La (his sddress,

DATA MATRIX :
Date: Angust 23, 201 1 EUA Reg. No./File Symbol 87825-R Page S0.C |
Virbac SA Praduet: Fipronil Teclutieal :
{ere avenue 2065 M - LID
F-06516 Carros, France
Ingredient: Finronil
Guideline Reference Niimber Gpideline Study Name MRID Nuimber Submiller Stalus  § Nole
83-1/870.4 100 Chronic fecding — rodeil 42918648 BASF QLD
83-1/870.4100 Chrouic teeding — nonrodent 42918645 BASF OLD
83-1/870.4i 00 Ciwonie feeding — nonrodent 43402802 BASF PAY
£3-2/870.4200 Qucogenicity — mouse 4291 864% BASF OLD
83-2/870.4200 Oncogenicily — mousc 43501702 BASF PAY
83-2/870.4200 Oncogenicity — ral 42918648 BASHE QLD
§3-3/870.3700 Teralogenicily — rabhbil 42918646 BASF QLD
83-3/870.3700 Teralogenicity — ral 42977903 BASF OLD
$3-3/870.3700 Teralogenicity — rat 44275001 BASF PAY
83-6/870.6300 Developmental neuroloxicily 44039002 BASF PAY
83-4/870.3800 Reproduction 42918647 BASF QLD
84-2/870.5100 Gene mulation 429]8652 BASF QLD
§4-2/870.5100 Gene mirtation 42918679 BASF QLD
84-2/870.5100 Gene mutalion 43201716 BASF QLD
84-2/870.5100 Gene mutation 43201717 BASF OLD
84-2/870.5100 Gene inulation 43291721 BASF oLD
84-2/870.5100 Gene mutalion 43291722 BASF QLD
84-2/870.5100 Cene nnitalion 43401 102 BASF OLD
Signalure Name ang Title Date
Jean-Pascul Mare Atigusl 23,
Corporate Product Imovation Director 204

EPA Form §570-35 19-97) Ekectionic atal Paper Yersions Acaifable. Subimit oy faper version,

Apency fnternal Use Copy
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Fort Approved OMB No, 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
& 401 M Street, S.W,
WASHINGTON, D.C. 20460
Paperwork Reduction Act Notice: The public reporting burden far his collection of infonnation is estimated io average 9.25 hours per response for regisialion activitics and 0.25 lours per rsg=pse
Yor reregisiraiion and special review activilies, inchuding time for reading the instruetion snd eompleting (he necessary Forms. Send commients regarding the burden cstimate or any other aspec? of this
collection of informatinn, incliding suggestions for redncing the burden to Direeter: OPPE Information Management Division (2137} U.S. Environinental Protection Agency, 405 M Sureet, S W
Washinglon, DC 20460, Tho not send the Torm (0 (his addicss.
DATA MATRIX

Bate: August 23, 2011 EPA Rep. No./File Symbol 87825-R Fane 6 of A
Applicant’s/Registran?’s Name & Address Produet: Fipronil Technical
Vilge SA e e
fere avenne 2065 M - LID
F-065 6 Carros, France
Ingredient: Fipronil - .
Guideline Refercnee Nimnber Cuidefing Study Nanw MRID Nuniber Snbmiller Stanis wWate”
72-2/850.1010 Acute LC 50 freshiwater ntvertebrates 42918625 BASF OLD

{Daphnin magna}

Acnte LC 50 freshwater invertcbrates 42918669 BASF OLD

{Daphnia inggna}

Aeute LC 50 freshsvater invertebritics 42918671 BASF oLb

{Daphnig magna)

Actite LC 50 freshwater invertcbrates 43291719 BASF OLD

{(Daphiia magna}
8352110 Hydrolysis 42977105 BASE OLD
40 CIFR 1583490 Reonlry
Protection Pala Requircments
133-3 Dermal exposure - Fipronil 44433302 Merial PAY
1334 lihalation exposnre - Fipronil 44433302 Merial PAY
132-1 Dislodgeabic residue dissipation - Fipronil 44531203 Merial PAY
N/A Dermal and inhalation exposurs of 44433303 Merial PAY

commercial pet groomers {Spot} - Fipronil
N/A Analytical method for exposure sludics ~ 44433308 Merial PAY

Fipronii
Signature Name and Tide August 23,

\ Jean-Pascal Mare 201
_ Corporate Product Innovation Director
EPA Form 8370-15 (5-92) Elechoniy snd Paper Versions Avatbbhe, Suboii only Paper version. Ageney Interval lise Copry

* Pursaant to 40 CFR 152.9G (¢}, Virbac hereby certifies that Virbac has no basis to betieve (hat this requirement is not a data gap and, further, that Virbac has sent by certificd mail to all companics
on the current EPA Data Submitters List for fipronil a letter requesting that the comjplany identify, within 68 davs of reccipty any valid study that would fulfill this data yequirement. Oncc this 60-day
period expires, Virhac will update the Agency as to the mferniation, ifany, ¥irbac reccives in response to (his “datn gap® letter.
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Forat Spproved OMB No, 2070-0660

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
8-

it 401 M Street, S.W,
WASHINGTON, D.C. 20460

Paperwvork Reductiun Act Notice: The publie repurting burden for this collection of infonnation is estimated to average 0.25 honrs per respense for regisiralion activities and 0.25 hours per response |
for reregistration and special revicw getivities, incliding lime For reading the ingtruction and completing the necessary lams. Send conunents regarding (he burden estimale or ainy other aspect of tiis ..
collection of inforntation, inclnding suggestions for reducing the burden 1o Director: OPPE Information Management Division (2137} ULS. Environmental Protection Agency, 401 M Street, S.W.,
Washington, DC 20460, Do nol send 1he formt to this address.

DATA MATRIX 1
Date: August 23, 2011 EPA Rep NoJ/File Symbol 87825-R Page | of'6
Applicant's/Registrant’s Name & Address Produet: Fipronil Technical
Virbac SA
lere avenue 2065 M - LID
06516 Carros, trance
{ngredient: Fipronil
Guideline Relference Nmuboer '| Guideline Study Name l| MRID Number Submitier Status Nolc
Product Chiemistry Tes! Guidelines
: ' B Virbag, QOWN
Virbac OWN
B Virbac OWN
g Virbac QWN
Virbac OWN
Virbag QWN
Virbac QWN
N Virbac QWN
g Virbac N/A
Virhac OWN
Virbac QWN
Virbac QWN
R Virbac OWN
N Virbac OWN
B Virbac OWN
Vitbac NR
Virbac OWN | See note
Signature Name and Title Dale
Jean-Puscal Mare August 23,
Corporate Product Innovation Director 2011
1A Foom 851033 [3-97 [ Eleetronie and Paper Versions Available, Subrol anly Paper veosion. Agency bogenal Hse Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

S 401 M Street, S.W.
WASHINGTON, D.C. 20460

Form Agprved OMD Nu, 2070-0060 |

Papervork Reduction Act Notiee: The public reporting burden forthis collection of informtation is estimaled to average 0.25 hours per respousc lor registration aclivities and 0.25 hours per resporise
for reregistration and special review activities, including time for reading (e inslruction and completing the necessary forms. Send comments regarding (he burden estimaie or any ather aspeet of this
vollection of information, including suggestions lor reducing the burden io Director: OPPE Infonnation Management Division (2137} U.S. Environmental Proteciion Agency, 401 M Street, S.W.,
Washinpion, DC 204611, Do nol seinithe lomin ta this address.

1

DATA MATRIX
Date August 23, 201 § EPA Reg No./File Symbol 87825-R Page 2 ol 6
Applicanl’s/Registrant’s Mame & Atldress Product: Fipronil Teclmical
Virbac SA
lere avenue 2065 M - LID
F-06516 Carros, France
Ingredient: Fipronil
Guidcline Relerence Number Guideline Siudy Name MRID Nutnber Subnniter Stalus | Nowe
B Virbac N/A
Virbac N/A Solid
Virbac OWN | Scc note
page 2
Virbac NIA Waived
Virbac OWN
Virbac OWN
Virbac DWN
Virbac N/A
Virbac OWN
Virbac OWN
| Virhac OWN
Virbac OWN
Signature Name and Tiile Date
Jean-Pascal Marc August 23,
Corporatc Product Innovation Diveetor 2011

Agengy Interal Yie Cony

Note: 830.4317 and 830.6320: Per Agency policy, storage stability and corrosion characteristics data are nol required to be submmitled nnless specifically requested by the Agency. Virbac

has initiated these studies and will submit the futal reports ifrequired when the stndies are completed.
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For Approved OMB Ne. 2650-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

&

401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Nutice: The public repariing burden for (lis colieetion of informarinn is esiinvted to average 0.25 honrs per respotise [or regisiration aclivilies and 0.25 hours per response
for reregistration and special review activilics, inclunding time for reading (he insiruction and completing the necessary fonns. Send commenis regarding the burden estimale or any oflier aspect of (his -
collection of information, including snggestions for reducing the burden 1o Dircclar; OPPE Informalion Managemen! Division (2137) 1.8, Environmental Prolection Agency, 401 M Strect, S.W.,

Waslimgton, DC 20460, Do ool send (hie formu to (s address.

DATA MATRIX

Date: Aungusi 23, 2011

EPA Reg NoJFile Svinbol 87825-R

Pape 3 of 6

Applicant 's/Regisirant’s Name & Addiress
Virbac SA

Tere avense 2065 M - LID

F-06516 Carros, Frange

Product: Fipronil Technicut

Ingredient: Fipronil

Guideline Reference Ninmber { Gyideline Study Name

MRID Number Submriler Slaius MNole
40 CER 158.340 Toxicology Data Requirements
BASF OL.D
BASF OLD
BASF OLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF QLD
BASF GAP *See below
BASF QLD
BASF PAY

Signare

Nanc and Title
Jean-Pascal Marc
Corporate Product Innovation Director

Date
Augusl 23,
201t

ErA Fooa 85H-35 (997 Bleclronk 2nd Paper Yetsions Avollable. Sobiai galy Paper version,

Apeaey luteraal Hee Capy

%
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Form 4 ppeoved OBLE No. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

& 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperivork Reduoction Act Neotice: The public reporting burden for this collection of information {s estimaied (0 average 0.25 hours per response fur repistration activilies and 0,25 hours per response
Tor reregistration aud special review sctivities, including time For reading the instruction and cumpleiing the necessary fonns. Seud commenis reparding the burden estiniate or any uther aspoet ol this
cuitection of infonuatio, juchiding sugpgestions lor reducing the burden (o Director: OPPE Information Management Bivision (21373 U.S, Euviroumental Protection Agency, 401 M Sirect, S W,
Washington, DC 20460, Do uol send the farm W this address.

DATA MATRIX
Date_August 23, 2011 EPA Rog Na/File Synibot 87825-R Page 4 oL 6
Applicam’s/Repistrant’s Nanie & Address Product: Fipronil Technical
Virbac SA
Fere avenie 2065 M - LID
F-(36516 Carros., France
Ingredient: Fipronil

Guideline Reference Nunber Guideline Siwdy Nane MRID Number Subininer Siatus Note

R GASE OLD

RBASF OLD
BASF OLDb
| BASF OLD
§ BASF PAY
Bl BASF OLD
| BASF OoLD
BASF OLD
BASF OoLD
B BASF PAY
GAP *See below
! OLD
§ BASE oLD
BASF OLD
OLD
Siulru . o T . . . Name and Title Date
Jean-Pascal Marc August 23,
i Corporatc Product lnnovation Director 2011
T BPA Foon 83T0-15 19-97) Electronic and Paper Versiany Available. Subinivonly Paper version. Agency Inlerarl Hse Copy
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Furm Aypproved OM Ny, 2079-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

N 401 M Street, S.W.
WASHINGTON, D.C. 20460 S

Papervark Rednetisn Act Notice: The public reporting burden for this coflection of information is cslimated to average 0.25 hours per responsce for registration activities and 0.25 Tours per response |
for reregistration and speciaf review activities, incinding time for reading the instruction and conipleting the necessary forms. Send comuments regarding the burden cstimale or any other aspect of llis. . |-
cofleetion of information, including suggestions for reducing the burden 1o Director: OPPE Information Management Division (2137) LS. Environmental Proteetion Ageney, 401 M Street, S.W.,
Washington, DC 20460, Do ot send the form o this address.

DATAMATRIX
Daie: August 23, 201 EPA Rep. No./File Symbol 87825-R Pape 5 ol 6
Virbac SA Product: Fipronil Technical

fere avenue 2065 M - LiD
F-006516 Carros, France
fngredient: Fipronil
Gnideline Reference Number

Guideline Study Name Subimitier Status I Note
BASF QLD

I BASE OLD

| BASF PAY
BASF OLD
BASF PAY
BASF OLD
BASF OLD
BASF OLD
BASF PAY
BASF PAY
BASF OLD
BASF OLD
BASF OLD
BASF OLD
BASF OLD
BASF OLD
8l BASF OLD
- X OLD

MRID Number

Signatmre Name and Title Bate
i Jean-Pascal Marc Augus1 23,
Corpotate Product Innovation Direclor 200
EPA Form 857035 (9-97} Eleetranic and Paper Versions Avaitable. Sobuiin unly Paper version. Agency intermo] e Copy
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Form Appreved QM D Ne ZEDTI"D_E.]GD
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
A 401 M Street, S.W.
WASHINGTON, D.C. 20460
Pupierwurk Reduction Act Notiee: The public reporting burden Tor this collection of information is cstimated to average (.25 hours per response for registration activities and 0.25 hours per respunse
Tor reregistration and special review activitics, incloding time Jor reading the instruction and completing the necessary forns, Send comments regarding the burden estimate or any oher gspeet ¢ this -
colleerion of information, including sugeestions for reducing the burden to Dirccior: OPPE Information Manazganeni Division (2137) 11.$. Environmienlal Protection Agency, 401 M Street, S.W.,
Washington, DC 20460, Do non send the fonn Lo this address.
DATA MATRIX -

Date: Aupust 23, 201 EPA Rep, No/File Synibol 87825-R Pagz 6ol |
Applicant’s/Registrant’s Nanwe & Address Produet: Fipronit Technical :
Virbac SA
lere avenue 2065 M - LID
F-06516 Carros, Frauce
Ingredient: Fipronil
Guideline Reference Number Guideline Stndy Mume MRID Nuwber Subniiner Siatus Note

BASF OLD

BASF OLD

BASF OLD

BASF OLD

BASF OLD

Merial PAY

Merial PAY

Merial PAY

Merial PAY

Merizl PAY
Signature Name and Title August 23,

: _ Jean-Fascal Mare 2011
R ) Corporate Product linovation Birector
EPA Uprm 8570-35 {9-47) Elecironiv and Paper Yersions Available, Submit only Paper version. Ageney Inlernal Use Copy

* Pursuant tn 40 CFR £52.96 (¢}, Virbac hereby certifics that Virbac has no basis ta believe that this reyuirement is nat a data gap and, Turther, that Viebace has sent by certified niail to alt cowpanies
on the current EPA Pata Sabniitters List for fipronil a letter regucsting that the company identify, within 60 days of reeeipit, auy valid stady that would fulfill this data requireinent. Once this 60-day
period expires, Virbre will update the Ageucy as to the iforuation, i any, Viehac reeeives in response to this “data gap” letter.
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